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1. Background

Since December 2019, Wuhan City, Hubei Province has found multiple cases of patients with pneumonia
infected by a novel coronavirus (2019-nCoV). With the spread of the epidemic, other cases in China and
abroad have also been found. [1] An important problem in the current diagnosis and treatment procedure
is the lack of effective antiviral drugs. Early use of drugs with potential antiviral effects and clinically
proven safety in human use is one of the fastest solutions to this problem.

Hydroxychloroquine (HCQ) is a 4-aminoquinoline antimalarial drug. It was artificially synthesized
in 1944 and was first used for antimalarial treatment. Then it was used for systemic lupus erythematosus
(SLE) in 1955 and in 1988. Rheumatoid arthritis has been widely recognized clinically for its role in
regulating immunity and its safety and effectiveness. Hydroxychloroquine has similar effects to
chloroquine (CQ), but the side effects are significantly reduced. [2] Not only in rheumatoid immune
disease but also in antiviral process has HCQ shown obvious therapeutic effects, possibly by inhibiting
TNF-a, IL-6 to treat acute respiratory distress syndrome (ARDS) caused by viral infection [3]. In special
viral infections, such as HIV infection, chloroquine can reduce the inflammatory response in AIDS
patients. [4] In related studies on SARS and MERS, HCQ has also shown possible antiviral efficacy at
high doses. [5,6] Its antiviral action mechanism is to increase the pH of organelles such as lysosomes,
interfere with intracellular iron metabolism, and prevent the virus from engulfing and shelling. At the
same time, by increasing the pH of the Golgi apparatus, post-translational modification of viral proteins
is inhibited, and intracellular pathogenic microorganisms are killed. [6,7] In related research on SARS
virus, it can also prevent virus transmission by interfering with glycosylation of cellular receptors. [5]
The safety of the drug and the distribution concentration in the tissue also perform well. [8, 9]

This study is intended to provide evidence for the therapeutic effect of high-dose
hydroxychloroquine in patients with mild to moderate 2019-nCoV pneumonia. This project intends to
conduct a prospective, multicenter, randomized controlled clinical trial to evaluate the drug viral negative
rate, clinical symptom relief, improvement of laboratory test indicators, and prevention of increased
disease severity are expected to confirm that the drug can be used as an antiviral therapy for patients with

mild to moderate 2019-nCoV pneumonia.



2. Study content and methods

2.1 Primary objective

To evaluate the efficacy and safety of high dose of HCQ sulfate in patients with 2019-nCoV

respiratory infection.

2.2 Study content
2.2.1 Design

A prospective, multicenter, randomized, open-label clinical trial. A total of 200 subjects will be

randomized to oral hydroxychloroquine treatment group or control group in a 1:1 ratio.

2.2.2 Study population

Inclusion criteria
Patients will be enrolled in the trial if all of the following criteria are met:
1. >14 yearsold

2. Meet criteria for 2019-nCoV pneumonia (Laboratory tests for upper and lower respiratory tract

RT-PCR confirmed 2019-nCoV nucleic acid test positive combining CT imaging examination)
3. Onset time <12 days
4. Sign the informed consent
5. No participation in other clinical researches within 28 days
Exclusion criteria
Patients will not be enrolled if one or more of the following criteria are met:
1. <14 years old
2. Meet the criteria of severe 2019-nCoV pneumonia

3. Combining other serious medical diseases such as malignant tumors, heart, liver and kidney

diseases, metabolic diseases, etc.
4. Not suitable for gastrointestinal administration

5. (For female patients) ongoing pregnancy or lactation, or childbearing potential but

unwillingness to adopt abstinence or contraception measures during the study
6. Allergic to the ingredients of hydroxychloroquine tablets

7.  Mental illness, or other reasons for non-cooperation in the investigator’s opinion



2.2.3 Procedures:
Oral hydroxychloroquine group
Day 1: Oral hydroxychloroquine 2 tablets (250mg / tablet) twice a day;
Day 2 - Day 3: Oral hydroxychloroquine 2 tablets (250mg / tablet) twice a day;
Day 4 - Day 10: Oral hydroxychloroquine (250mg / tablet) 1 tablet once a day.
Control group
Supportive and symptomatic treatment for 2019-nCoV pneumonia.
2.2.4 Concomitant Treatments
Permitted
Appropriate supportive treatment(s) for 2019-nCoV pneumonia, that in the investigator’s
opinion will not interfere with the measurements contributing to the efficacy outcomes
Appropriate treatment(s) for any other underlying disease, that in the investigator’s opinion will
not interfere with the measurements contributing to the efficacy outcomes
If one or more treatments interfering with the measurements contributing to the primary efficacy
outcomes are deemed necessary, the patient should not be randomized or should be discontinued
from the study.
Not permitted
Antiviral drugs
2.2.5 Early Termination
The trail can be terminated early in particular individual if any of the following circumstance
occurs:
— Treatment needs to be changed due to disease progression during study period after
comprehensive assessment by investigators.
— Serious adverse events lead to disease progression
— Patient is no longer willing to be treated with the investigated drug
— Severe liver disease (e.g. Child Pugh grade C, AST>5 times upper limit)
— Patients with severe renal impairment (estimated glomerular filtration rate <30 mL/min/1.73 m2)
or receiving continuous renal replacement therapy, hemodialysis, peritoneal dialysis
1.2.6 Study endpoints
Primary endpoint
Negative conversion rate of Sars-CoV-2 on day 10 of treatment (upper and lower respiratory tract

nucleic acid detection negative rate)



Secondary endpoints

- Oral hydroxychloroquine treatment is superior to supportive therapy in change from baseline to
day 4, day 7, day 10 of clinical symptoms (criteria for improvement of clinical symptoms: body
temperature returned to normal, SaO2 returned to normal, respiratory symptoms were reduced by 50%
from baseline);

- Oral hydroxychloroquine treatment is superior to supportive therapy in change from baseline to
day 4, day 7, day 10 of laboratory indicators (CRP decreased by 50% from baseline, erythrocyte
sedimentation decreased by 50%, and absolute peripheral lymphocyte count returned to normal);

- Oral hydroxychloroquine treatment is superior to supportive therapy in change from baseline to
day 10 of improving rate of imaging (chest CT lesion absorption on day 10 of treatment is> 50% above
baseline);

- Oral hydroxychloroquine treatment is not inferior to supportive therapy in change from baseline to
day 4, day 7, day 10 of clinical exacerbation rate (the occurrence of severe / critical ill 2019-nCoV
pneumonia).

Definition for severe and critically severe 2019-nCoV pneumonia:

A. Severe—Patients with 2019-nCoV pneumonia and at least one of the following:
1. Respiratory distress, RR>30 breaths per minute
2. Sp02 <93% on room air
3. Partial arterial oxygen pressure (PaO.) / Fraction of inspired oxygen (FiOz)

<300mmHg (ImmHg=0.133kPa).

B. Critically severe—Patients with severe 2019-nCoV pneumonia and at least one of the
following:
1. Presence of lung failure requiring mechanical ventilation
2. Presence of shock;

3. Complicated with other organ failures requiring ICU monitoring
- Percentage of withdrawal from the study
1.2.7 Safety objectives

- Incidence of adverse events (Given that hydroxychloroquine is a commonly used anti-rheumatic
and malaria parasite drug, the relevant adverse reactions have been fully documented, as shown in the

following table):



Side-effects of tested drug

HCQ sulphate

Eye Long-term or high dose administration could increase the risk of
irreversible retinopathy and visual impairment

Hearing tinnitus

Musculoskeletal | Sensory dyskinesia. Skeletal myopathy or neuromyopathy leads to

system progressive proximal muscle atrophy, diminished tendon reflexes,

Gastrointestinal Nausea, vomiting, diarrhea, bloating and burning sensation in the

system retrosternal area

Skin and Rash, itching, skin and mucous membranes pigmentation disorders, hair

Subcutaneous bleaching or loss

tissue

hematological Bone marrow suppression, anemia, aplastic anemia, neutrophilic

system granulocytosis, leukopenia, thrombocytopenia

Nervous system

Dizziness, nystagmus, neurological aphasia. headache, epilepsy, ataxia

and extrapyramidal diseases

Psychic side | Nervous, irritability, nightmare, psychosis, suicidal behavior
effects

Cardiovascular Cardiomyopathy with possibility of heart failure and QT interval
system prolongation

Liver Abnormality of liver function parameters

Immune system

Urticaria, angioedema, bronchospasm

Metabolism

Loss of appetite. hypoglycemia. porphyria. weight loss

- Percentage of withdrawal from the study

1.2.8 Statistical methods

Statistical analysis will be performed using SPSS or SAS software. The measurement data that follows
the normal distribution will be described as mean + standard deviation. The comparison between groups
uses analysis of variance. The comparison of rank data uses Kruskal-Wallis-H rank sum test. The

correlation analysis between measurement data uses Pearson. Correlation test was performed by Spearman

method. P <0.05 was considered statistically significant.




1.2.9 Time and Events Schedule (mild/moderate subgroup)

Phase

Screening/Baseline

Visit 1

Visit 2

Visit 3

Visit 4

Visits

Day -1~0

Day 4

Day 7

Day 10

General

Sign an informed consent

A

Demographics

Medical record

Clinical Symptoms

Maximum body temperature
(°C)

A
A
A

Visual score of respiratory
symptoms

>

Sa02 (without oxygen
intake)

>

>

Urine pregnancy test
(women of childbearing age)

Laboratory tests

C-reactive protein (CRP)

ESR

>

>

Peripheral blood lymphocyte
count

Imaging examination

Viral nucleic acid
test

Upper / lower respiratory
tract sampling

> (> > (> > >

> (> > (> > | >

Disease severity
assessment

Assess whether developed
into severe or critical
pneumonia

>

>

Inclusion/Exclusion
criteria

Review inclusion / exclusion
criteria

Record adverse events

Record concomitant
treatments

Assign participants drug
number

Distributing or recalling
research drugs




1.3 Risk and benefits

The current study is an open-label randomized trial for the evaluation of efficacy and safety of HCQ
sulphate in the treatment of 2019-nCov respiratory infection. HCQ sulphate has been approved for
clinical application as anti-inflammation and anti-microorganisms with good reported efficacy and safety
profiles. We therefore anticipate that the administration of HCQ will not bring additional major risks.
Potential benefits:

1. Participants could benefit from the treatment group because the tested drug planned for
investigation in this study is thought to offer potential benefits to individual subjects, based upon
previous pre-clinical and several retrospective case-series investigations. With regard to control
group, all patients were treated according to the latest guideline and therefore receive the best
treatment at current stage.

2. For each participant, either assigned into treatment or control group, all the expenses for
examination and treatment are covered by the sponsors.

Confidential:

Record of personal information will be kept private without publication according to legislation and
laws. Results from this study, but not your identity, may be shared with local medical providers,
government health organizations or international health workers to help them better understand 2019-

nCoV infection.
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Evaluation of the Efficacy and Safety of
Hydroxychloroquine sulfate in Adult Patients With
2019-nCoV Respiratory Infection: A Multicenter,
Randomized, Controlled Study

(Version: 6.0)

1. Background

Since December 2019, an increasing number of cases diagnosed with “pneumonia of unknown
etiology” have been identified in Wuhan, Hubei provinces, China. All these patients were
subsequently confirmed with infection of a novel coronavirus (nCoV), of which, the full-length
genome sequences share 79.5% identity to another CoV that caused Severe Acute Respiratory
Syndrome (SARS) pandemic back in 2003 [1]. This nCov was then officially designated as “2019-
nCoV” by the World Health Organization (WHO). The epidemiology of 2019-nCoV infection
expanded to cities outside Wuhan and internationally [2].

The disease course and prognosis can be largely improved by the effective inhibition of virus
replication, whereas no such drug has yet been approved to treat human CoV [3]. One of the best
solutions to this problem is to use approved drugs with potential anti-viral effects and good safety
profiles; among them, hydroxychloroquine (HCQ) is a promising candidate.

HCQ is a commonly used antimalarial drug, which together with chloroquine (CQ), belong to a
class of drugs known as 4-aminoquinolines. After the first successful chemical synthesis of CQ in
1944, HCQ was generated by replacing ethyl with hydroxyethyl in the basic side chine of CQ.
Comparing to CQ, HCQ is absorbed faster by the intestinal tract with a wider distribution in human
body. Clinical applications of HCQ is first reported in antimalarial treatment and expands to systemic

lupus erythematosus in 1955 and to rheumatoid arthritis in 1988. The immune modulatory effects,
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safety and treatment efficacy of HCQ has been widely acknowledged [4]. Although HCQ and CQ
have similar treatment efficacy, HCQ is preferred due its reduced toxicity [5,6] and its clinical
applications have been expanded from rheumatic diseases to dermatology, malignancies and other
fields because of the multifaceted effects on immune modulation, anti-inflammation, inhibiting of
malignant cell growth and viability, enhancing clearance of lipid, anti-thrombosis and reducing
diabetes risk [7,8]. In addition, CQ significantly reduces inflammatory response of SARS, possibly
through the inhibition of TNFa and IL-6 [9]. Similarly, CQ is able to prevent an overexuberant
inflammatory response in patients with human immunodeficiency virus (HIV) infection by inhibiting
the HIV activated TLR-7 signaling pathway [10]. Treatment with HCQ (200400 mg/day) for 8
weeks has been found to significantly reduce immune response, especially in patients with high viral
load [11,12]. More importantly, high dose of HCQ treatment demonstrates anti-viral effects in studies
investigating SARS-CoV and Middle East Respiratory Syndrome Coronavirus, (MERS-CoV) [13,14].
It has been proposed to use HCQ for the prophylaxis and treatment of SARS-CoV infection [13].
Animal studies demonstrate a survival rate of over 80% using CQ for the treatment of mice infected
with MERS-CoV [14]. The main anti-viral mechanisms of HCQ include: 1) impairing the maturation
of lysosomes and autophagosomes by increasing the pH of endosomal compartments; 2) interfering
with cellular ferritin metabolism; 3) inhibiting posttranslational modification of virus protein by
increasing the pH of Golgi apparatus. Moreover, CQ is able to inhibit p38 MAPK signaling pathway
in HCoV-229¢ infected cell [14,16,17]. CQ is also reported to interfere with terminal glycosylation
of the cellular receptor, angiotensin converting enzyme 2 in SARS-CoV, which negatively influence
the virus-receptor binding and abrogate the infection [13]. Finally, animal studies have demonstrated
good safety and tissue distribution of HCQ [18,19].

The aim of current study was to evaluate the efficacy and safety of high dose HCQ in the
treatment of patients with 2019-nCoV respiratory infection stratified into mild, moderate and severe
group. A prospective, multicenter, randomized clinical trial was performed to evaluate the effects of
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HCQ on negative conversion rate of virus RNA, improvement of clinical symptom and laboratory
parameters and prevention of disease progression. We hypothesized that HCQ could be an effective
drug in the treatment of 2019-nCoV respiratory infection.
2. Study content and methods
2.1 Primary objective
The primary objective of this study is to evaluate the efficacy and safety of high dose of HCQ
sulfate in patients with 2019-nCoV respiratory infection by comparisons between the HCQ plus
standard-of-care (SOC) group and the SOC group.
2.2 Study design
2.2.1 Aim
To evaluate the efficacy and safety of high dose of HCQ sulfate in patients with 2019-nCoV
respiratory infection
2.2.2 Study content
2.2.2.1 Study design
This trial was a prospective, multicenter, open-label, randomized trial of patients with 2019-
nCoV. The trial enrolled 360 patients with 1:1 randomization ratio stratified by disease severity
(mild/moderate/severe) to receive either HCQ plus SOC or SOC alone.
2.2.2.2 Study population
Inclusion criteria:
1) Age>18 years
2) Upper or lower respiratory infection with 2019-nCoV as confirmed with real-time reverse-
transcriptase—polymerase-chain-reaction (RT-PCR) with or without chest computed tomography
examination;
3) Hospitalized with a SaO2/SP02<94% on room air or Pa02/Fi02 ratio <300mgHg (only for severe
group);
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4)

5)

Willing to participate

Consent not to be enrolled by other clinical trials during study period

Exclusion Criteria:

1)

2)

3)
4)
5)
6)
7)

8)

Age <18 years

Patients with severe conditions including malignancies, heart/liver/kidney disease or poorly
controlled metabolic diseases.

Not suitable to be administrated through GI tract

Pregnant or lactation

Allergy to HCQ

Unable to co-operate with investigators due to cognitive impairments or poor mental status
Severe liver disease (e.g. Child Pugh grade C, ALT>5 times upper limit)

Patients with severe renal impairment (estimated glomerular filtration rate <30 mL/min/1.73 m2)

or receiving continuous renal replacement therapy, hemodialysis, peritoneal dialysis

2.2.2.3 Procedures

22

SOC: SOC was aligned with the indications from the available clinical practice guidelines.
SOC plus HCQ: HCQ was administrated in combination with SOC. Dose of HCQ: Day1~Day3:
oral dose (100mg/tablet or 200mg/tablet) 400mg, three times a day; Day4~Dayl14/Day21: oral
dose (100mg/tablet or 200mg/tablet) 400mg, twice a day.

Duration: Mild or Moderate 14 days, Severe type 21-days.

Dose adjustment: Treatment dose will be adjusted only when adverse events are related to the
investigated drug as judged by investigators. In any case, investigator should perform evaluation
carefully based on clinical experience. Treatment can be temporarily stopped or adjusted to a
lower level of dose (switch from 400mg to 300mg), if the investigator considers a continued
treatment with pre-defined dose will increase toxicity based on the individual safety and tolerance.

Treatment can be restarted at original dose or at a lower level if the patients was recovered from



adverse events.

Table 2-1 Study Drug Administration

Original dose level Adjusted dose level
1200mg/day 900mg/day
Day 1-3
three times/day, 400mg/tablet | three times/day, 300mg/tablet
800mg a day 600mg a day
Day 4~Day 14/21
twice/day, 400mg/tablet twice/day, 300mg/tablet

The investigators should also evaluate the clinical benefits to decide whether continues treatment
until Day14/21 in cases with disease progression.
2.2.2.4 Concomitant drugs
All standard drugs that are recommended by the guideline can be used for SOC, except for
other drugs belongs to 4-aminoquinolines, e.g., CQ phosphate. Patients who have received CQ can
be enrolled after 48h of withdrawal. Medications for diseases other than 2019-nCoV respiratory
infection can be used during the study period.
2.2.2.5 Early Termination
The trail can be terminated early if any of the following circumstance occurs:
(D Treatment needs to be changed due to disease progression during study period after
comprehensive assessment by investigators.
2 Serious adverse events lead to disease progression
(3 Patient is no longer willing to be treated with the investigated drug
2.2.2.6 Endpoints
Primary endpoint: Negative conversion rate of virus nucleic acid within 28-day
For severe disease subgroup, considering both virology conversion and clinical improvement.
¢ Definition for clinical improvement: decline of two categories from enrollment status on a
six-category ordinal scale of clinical status which ranging from 1 (discharged) to 6 (death)

Table 2-2 Six-category ordinal scale
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Scale | Description

6 Death

5 ICU, requiring ECMO and/or IMV

4 ICU/hospitalization, requiring NIVV/ HFNC therapy

3 Hospitalization, requiring supplemental oxygen (but not NIV/ HFNC)
2 Hospitalization, not requiring supplemental oxygen;

1 Discharge

Abbreviation: IMV, invasive mechanical ventilation; NIV, non-invasive mechanical ventilation;

HFNC, High-flow nasal cannula.

Secondary endpoint:

1) Negative conversion rate of virus nucleic acid at day 4, 7, 10, 14 or 21.

2)

3)

4)

5)
6)

7)

8)
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Improvement rate of clinical symptoms within 28-day

¢ Definition for clinical symptoms improvement: resolving from fever (axillary temperature
<36.6°C, or oral temperature <37.2°C, or rectal/ear temperature <37.8°C), normalization
of SpO2 (SpO2>94% on room air), disappearance of respiratory symptom.

Improvement rate of laboratory parameters within 28-day

*  Definition for laboratory parameters improvement: 50% decline of C-reactive protein,
erythrocyte sedimentation rate, IL-6 and TNF-a level from baseline and normalization of
absolute blood lymphocyte count.

Improvement rate of chest radiology within 28-day

* Definition for radiology improvement: Resolved more than 50% from baseline on chest CT
images

All-cause mortality

Clinical status at Day 7, 14, 21, 28 in patients with severe 2019-nCoV respiratory infection

For severe disease subgroup: Duration (days) of mechanical ventilation, extracorporeal

membrane oxygenation, supplemental oxygenation and hospital stay

For mild/moderate subgroup: Progression rate within 28-day



Definition for progression: progress to severe or critically severe.
Definition for severe and critically severe 2019-nCoV pneumonia [3]:
C. Severe—Patients with 2019-nCoV pneumonia and at least one of the following:
4. Respiratory distress, RR>30 breaths per minute
5. Sp02 <93% on room air
6. Partial arterial oxygen pressure (PaO.) / Fraction of inspired oxygen (FiOz)
<300mmHg (ImmHg=0.133kPa).
D. Critically severe—Patients with severe 2019-nCoV pneumonia and at least one of the
following:
4. Presence of lung failure requiring mechanical ventilation
5. Presence of shock;
6. Complicated with other organ failures requiring ICU monitoring
Safety endpoint:
O AE rate
Given that HCQ sulphate has been widely used in antimalarial and rheumatoid arthritis treatment,
the side-effects of HCQ have been fully established as listed in Table 2-3. Among all the side-
effects, gastrointestinal upset, particularly diarrhea, and retinopathy are relative common at a
regular dose but usually resolve after treatment is stopped.

2 Dropout rate
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Table 2-3 Side-effects of tested drug

HCQ sulphate

Eye Long-term or high dose administration could increase the risk of
irreversible retinopathy and visual impairment

Hearing tinnitus

Musculoskeletal | Sensory dyskinesia. Skeletal myopathy or neuromyopathy leads to

system progressive proximal muscle atrophy, diminished tendon reflexes,

Gastrointestinal Nausea, vomiting, diarrhea, bloating and burning sensation in the

system retrosternal area

Skin and Rash, itching, skin and mucous membranes pigmentation disorders, hair

Subcutaneous bleaching or loss

tissue

hematological Bone marrow suppression, anemia, aplastic anemia, neutrophilic

system granulocytosis, leukopenia, thrombocytopenia

Nervous system

Dizziness, nystagmus, neurological aphasia. headache, epilepsy, ataxia
and extrapyramidal diseases

Psychic side | Nervous, irritability, nightmare, psychosis, suicidal behavior
effects

Cardiovascular Cardiomyopathy with possibility of heart failure and QT interval
system prolongation

Liver Abnormality of liver function parameters

Immune system

Urticaria, angioedema, bronchospasm

Metabolism

Loss of appetite. hypoglycemia. porphyria. weight loss

2.2.2.7 Statistical Methods

Sample Size Justification:

Approximately 360 subjects (180 per group) will be randomized in the study. The sample size
for this study is based on the alternative hypothesis of a 30% reduction of time to virus nucleic acid
negativity. Under the exponential distribution, this benefit translates to a reduction in median time to
virology negativity from 10 days to 7 days. A total of 248 events would provide a power of 80% to
detect a 30% reduction of hazard ratio (control vs. treatment) of 0.70 with a Log-Rank test, assuming
a two-sided significance level of 5%. A 75-day accrual period and an additional 7-day follow-up are

assumed. The sample size calculation has also taken into consideration an annual dropout rate of 20%.
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A co-primary endpoint in the subgroup defined by severe disease is 28-day clinical improvement.

Assume 50% patients have clinical improvement by day 28 in control group, 100 patients can detect

a 25% improvement in treatment group with a power=70%.

Analysis Set:

Intent-to-treat (ITT): is defined as subjects who have been randomly assigned to the treatment
group or control group. Analyses of efficacy will be based on this population. The ITT analyses

grouping will be according to treatment planned.

Per Protocol Set (PPS): is a subset of ITT, defined as all subjects who have been randomly

assigned to the study and received at least 11-day treatment (mild/moderate disease)/16-day

treatment (severe disease), and have no major PD which significantly impact primary endpoint.

The analyses grouping will be according to treatment planned.

Safety population: is defined as subjects who have received at least 1 administration of any study
treatment (partial or complete). This population will be used for all safety analyses. The safety

analyses grouping will be according to treatment actually received.

Efficacy Analysis:
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Primary Efficacy Analysis:

The Kaplan-Meier method will be used to estimate the distribution of time to negativity for
each treatment group. The median time to negativity with 95% CI will be provided. In addition,
the number and percentage of subjects who have an event or are censored will be reported. The
Kaplan-Meier curve will also be plotted by treatment group and will be compared by the stratified
log-rank test. The stratification factor is the same as factor considered in the randomization

procedure.

In the severe disease subgroup, the rate of clinical improvement by 28-day will be



summarized and compared by Chi-square test (or Exact test, if frequency is low). As the
supporting analysis, KM method may be applied to estimate the proportion of clinical status

improvement by day 28.

* Secondary Efficacy Analysis:

Report the rates and relative risk and their 95% confidence interval by the day of 4,7,10,14,21
for secondary endpoints (Negative conversion rate of virus nucleic acid, Improvement rate of clinical
symptoms, Improvement rate of laboratory parameters, Improvement rate of chest radiology, All-
cause mortality, Clinical status change, progression, etc). Descriptive statistics (mean, standard
deviation, median, range) will be used to summarize duration (days) of mechanical ventilation,
extracorporeal membrane oxygenation, supplemental oxygenation and hospital stay. If applicable,
KM method will be used to analyze time-to-events type endpoints. Median and 95% CI may be
reported. KM curves will be compared by log-rank test.

Safety:

The incidence and prevalence of AEs, TEAEs, SAEs and ADRs will be summarized overall, by
treatment group, by MedDRA (the latest version) system organ class and preferred term (PT).

Descriptive statistics (mean, standard deviation, median, range) will be used to summarize
observed laboratory values, ECG, vital signs and physical examination findings and change from
baseline in observed value at each scheduled visit for each treatment group. When applicable, shift
table for baseline value (normal vs abnormal but not clinical meaningful vs. abnormal and clinical
meaningful) and post-baseline value will be provided.

Interim Analysis:

An Independent Data Monitoring Committee (IDMC) will be established to review data at 1

interim analyses prior to the primary endpoint analysis.

The O’Brien-Fleming type a-spending function by Lan-DeMets algorithm ( Lan-Demets, 1983 )
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will be applied to control family-wise type-I error which is 0.05, two-sided, in this study.

The first interim analysis will occur after 40% of subjects (around 150 subjects) have been treated
for 7 days or have discontinued. The goal is to evaluate efficacy and need of sample size re-estimation.
p-value boundary for efficacy significance is 0.00079 (two-sided).

Final analysis will be conducted after 248 events are observed. p-value boundary is 0.04974 (two-
sided).

The actual a spent and p-value boundaries at each analysis will be calculated based on the exact

observed number of events.
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2.2.2.8 Study Schematic

| Patient with PCR positive-confirmed 2019-nCoV respiratory infection (for mild & common type) ‘

¥
| Vi Respiratory symptom, $a0,, Temperature, laboratory test, Chest computed tomography |
Experimental group / 1:1 \ Control group
Routine treatment according to the 6th edition of the 2019-nCoV respiratory infection guidelines + Routine treatment according to the 6th edition of the 2019-nCoV respiratory infection
Hydroxychloroquine sulfate 1200 mg/d, D1-D3 guidelines D1-D3
+ v

V2 (D Negative conversion rate & time of 2019-nCoV (2 Respiratory symptoms, Sa0, temperature (3} Laboratory test
(@ Whether develops into severe/critical type (5) Adverse events (B) Combination medication

- +
Routine treatment according to the 6th edition of the 2019-nCoV respiratory infection guidelines Routine treatment according to the 6th edition of the 2019-nCoV'
+ Hydroxychloroquine sulfate 800mg/d, D4-D7 respiratory infection guidelines , D4-D7
¥ 8]

V3 (O Negative conversion rate & time of 2019-nCoV (£) Respiratory symptoms, $a0,.temperature () Laboratory test
(&) Whether develops into severe/critical type () Adverse events (& Combination medication

¥ L]
Routine treatment according to the 6th edition of the 2019-nCoV respiratory infection guidelines + Routine treatment according to the 6th edition of the 2019-nCoV
Hydroxychloroquine sulfate 800mg/d, D8-D10 respiratory infection guidelines, D8-D10
¥ ¥
V4 (1) Negative couve(siqﬂ rate & T.lme gf 2019-nCoV (& Respiratory symptcms,. Saoz:t@p_emtme (3) Laboratory test
(&) Whether develops into severe/critical type (5} Adverse events (&) Combination medication
¥ v
Routine treatment according to the 6th edition of the 2019-nCoV respiratory infection guidelines Routine treatment according to the 6th edition of the 2019-nCoV
+ Hydroxychloroquine sulfate 800mg/d, D11-D14 respiratory infection guidelines , D11-D14
v L]

V5§ (I Negative conversion rate & time of 2019-nCoV () Respiratory symptoms, $a0, temperature (3) Laboratory test
@) Whether develops into severe/critical type () Adverse events (& Combination medication
¥
Vo (_»\ccotdmg to clinical needs) (I) Negative conversion ratio & time of 2019-nCoV (2] Respiratory symptoms, $a0,.temperature (3 Laboratory test
@ Whether develops into severe/critical type (5) Adverse events (8 Combination medication

‘ Patient with PCR positive-confirmed 2019-nCoV respiratory infection (for severe type) |
T

v
| V1 Respiratory symptom, 8a0s, Temperature, laboratory test, Chest computed tomography ‘

Experimental group / 1:1 \ Control group

Hydroxychloroquine sulfate 1200 mg/d» D1.D3 guidelines D1-D3
¥ ¥
V2 O Negative conversion ratio & time of 2019-nCoV 2 Respiratory symptoms, Sa0; temperature & Laboratory test
® Whether develops into severe/critical type @ Adverze events & Combination medication ‘
¥ ¥
‘ Foutine treatment according to the 6th edition of the 2019-nCoV respiratory infection guidelines ‘ Foutine treatment according to the 6th edition of the 2019-nCoV ‘

Routine treatment according to the 6th edition of the 2019-nCoV respiratory infection guidelines + Routine treatment according to the Gth edition of the 2019-nCoV respiratory infection ‘

+ Hydroxychloroquine sulfate 800mg/d, D4-D7 respiratory infection guidelines , D4-D7
¥ ¥
V3 O Negative conversion ratio & time of 2019-nCoV @ Respiratory symptoms, Sa0z temperature & Laboratory test ‘
@ Whether develops into severe/critical type & Adverse events &' Combination medication
¥ ¥
Routine treatment according to the 6th edition of the 2019-nCoV respiratory infection guidelines + ‘ Routine treatment according to the 6th edition of the 2019-nCoV ‘

Hydroxychloroquine sulfate 800mg/d, D8-D10 respiratory infection guidelines, D8-D10
¥ ¥
V4 @ Negative conversion ratio & time of 2019-nCoV ‘D Respiratory symptoms, Sa0x.temperature © Laboratory test
& Whether develops into severe/critical type & Adverse events & Combination medication
] []
Routine treatment according to the 6th edition of the 2019-nCoV respiratory infection guidelines Routine treatment according to the 6th edition of the 2018-nCoV ‘

+ Hydroxychloroquine sulfate 800mg/d. D11-D14 respiratory infection guidelines , D11-D14
¥ ¥
- @ Negative conversion ratio & time of 2019-nCoV & Respiratory symptoms, Sa0; temperature & Laboratory test
V3 @ Whether develops into severe/eritical type & Adverse events € Combination medication
[] ¥
Routine treatment according to the 6th edition of the 2019-nCoV respiratory infection guidelines Routine treatment according to the 6th edition of the 2019-nCoV ‘

+ Hydroxychlerogquine sulfate 800mg/d, D11-D14 respiratory infection guidelines , D11-D14
¥ []

V6 @ Negative conversion ratio & time of 2019-nCoV @ Respiratory symptoms, SaOx temperature & Laboratory test® Whether develops into severe/eritical type & Adverse events & Combination medication

[]
V7(According to clinical needs) @ Negative conversion ratio & time of 2019-nCoV @ Respiratory symptoms, $a0s temperature 3 Laboratory test
& Whether develops into severe/critical type & Adverse eveats ) Combination medication
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2.3 Time and Events Schedule

Table 2-3 Time and Events Schedule (mild/moderate subgroup)

Screen/ Extended follow-
Evaluation / Procedure Treatment and follow-up (Day 2-14)
Treatment up!™3!
Visit V1 V2 V3 V4 V5 A\ V7
Day +/- Window D-3~1 D4+1d | D7+1d | D10+1d | D14+1d | D2142d D2&+2d
Informed Consent X
I/E Criteria X
Randomization X
Demographics!!! x
Epidemiological and medical
history!?! g
Physical examinationl?] X x x X
Vital signs!*l x x x x x x x
12-lead electrocardiogram x[] x x X
CRP, ESR x[11] x x x x x x
TNF-a, IL-6 x[11] x x X X X X
CBC with differentiall®! x[11] x X x X x x
Urinalysis!® x[11] x x x
Blood chemistryl7]
(hepatic and kidney panel, x[11] x x x x X X
Myocardial enzyme)
Coagulation panel® x[11] x x x x x x
2019-nCoV RT-PCRP! x[12] X x X % x x
Pulse oximetry (on room air) x X X X X x x
Pregnancy Test (Serum or Urine ] .
hCQ)
Chest CT 1] y Optional (as per
clinical needs)

Respiratory symptom (Y/N) x x x x x X x
Study drug administration [*] x x X x x
Progression to severe/critically

X X X X X X
severe type (Y/N)
Record of SMT x x x x x x x
AE Assessment x x x X X x x
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10.
11.

12.
13.

Demographics include birth date, gender and ethnicity.

Epidemiological information includes recent travel history and exposure to epidemic area or infected
patients; medical history includes present illness and past medical history including co-morbidity
medications

Physical examination includes height, weight, general outlook, head, eye, ear, nose, throat, neck and
thyroid, skin, cardiovascular system, Anterior chest and lung, abdomen, neuro system, skeletal muscle
system and lymphatic system

Vital signs: body temperature, respiratory rate, pulse, blood pressure; record maximum temperature of the
visiting day and use same measurement criteria throughout the study period.

CBC with differential includes: haptoglobin and absolute count of red blood cell, platelet, total white
blood cell, neutrophil, lymphocyte, monocyte, eosinophil and basophil

Urinalysis: urinary pH, urinary red blood cell, urinary white blood cell, urinary protein, glucose and
ketone

Blood chemistry includes alanine aminotransferase, aspartate aminotransferase, total bilirubin, albumin, -
glutamyl transpeptidase, lactate dehydrogenase, creatine kinase, creatine kinase isoenzyme-MB, blood
urea nitrogen and creatinine

Coagulation panel includes: Prothrombin time, activated partial thrombin time, thrombin time, fibrinogen
and international normalized ratio.

RT-PCR results upon unplanned visit should also be recorded in CRF

Record daily administration of tested drug including under use and over use

These examinations can be exempted by the investigators if the participants can provide qualified
examination results within 3-day prior to initiation of the study

RT-PCR results of 2019-nCoV within 5-day prior to initiation of the study can be used for screening

For patients discharge alive, only medications and AE information will be collected via telephone contact.

32




Table 2-3 Time and Events Schedule (severe subgroup)

Screen/ Extended
Evaluation / Procedure Treatment and follow-up (Day 2-14)
Treatment follow-up!'3!
Visit Vi V2 V3 V4 V5 Vo6 V7
Day +/- Window D-3~1 D4+£1d | D7+1d | D10+1d | D14+1d | D21+2d D28+2d
Informed Consent X
I/E Criteria X
Randomization X
Demographics!!! x
Epidemiological and medical
history!?! i
Physical examinationl?] X x X
Vital signs!*l x x x x x x x
12-lead electrocardiogram x[11] x x
CRP, ESR x[11] X X X x x x
TNF-a, IL-6 x[11] X x x X X X
CBC with differentiall®! x[11] x x x x x x
Urinalysis!® x[11] x x
Blood chemistry!” x[11]
(hepatic and kidney panel, x x X x x x
Myocardial enzyme)
Coagulation panel®! x[11] x x x x x X
2019-nCoV RT-PCRP! x[12] % x X X X %
Pulse oximetry (on room air) x x X x x x x
Arterial blood gas analysis x[11] Optional (as per clinical needs)
Pregnancy Test (Serum or ] .
Urine hCGQG)
Optional (as
Chest CT x[11 X per clinical
needs)
Respiratory symptom (Y/N) X X X x X X x
Study drug administration [1%] X X x X x X
Clinical status X x x X x
IMV/NILV, ECMO or
X X X X X X X
supplemental oxygen (Y/N)
Record of SMT x X x X x x x
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AE Assessment X X X X X X X

1. Demographics include birth date, gender and ethnicity.

2. Epidemiological information includes recent travel history and exposure to epidemic area or infected
patients; medical history includes present illness and past medical history including co-morbidity
medications

3. Physical examination includes height, weight, general outlook, head, eye, ear, nose, throat, neck and
thyroid, skin, cardiovascular system, Anterior chest and lung, abdomen, neuro system, skeletal muscle

system and lymphatic system

4. Vital signs: body temperature, respiratory rate, pulse, blood pressure; record maximum temperature of the

visiting day and use same measurement criteria throughout the study period.

5. CBC with differential includes: haptoglobin and absolute count of red blood cell, platelet, total white
blood cell, neutrophil, lymphocyte, monocyte, eosinophil and basophil

6. Urinalysis: urinary pH, urinary red blood cell, urinary white blood cell, urinary protein, glucose and

ketone

7. Blood chemistry includes alanine aminotransferase, aspartate aminotransferase, total bilirubin, albumin, y-

glutamyl transpeptidase, lactate dehydrogenase, creatine kinase, creatine kinase isoenzyme-MB, blood

urea nitrogen and creatinine

8. Coagulation panel includes: Prothrombin time, activated partial thrombin time, thrombin time, fibrinogen

and international normalized ratio.

9. RT-PCR results upon unplanned visit should also be recorded in CRF

10. Record daily administration of tested drug including under use and over use

11. These examinations can be exempted by the investigators if the participants can provide qualified
examination results within 3-day prior to initiation of the study

12. RT-PCR results of 2019-nCoV within 5-day prior to initiation of the study can be used for screening

For patients discharge alive, only medications and AE information will be collected via telephone contact.

2.3 Risk and benefits

The current study is an open-label randomized trial for the evaluation of efficacy and safety of

HCAQ sulphate in the treatment of 2019-nCov respiratory infection. HCQ sulphate has been approved

for clinical application as anti-inflammation and anti-microorganisms with good reported efficacy

and safety profiles. We therefore anticipate that the administration of HCQ will not bring additional

major risks.

Potential benefits:

Participants could benefit from the treatment group because the tested drug planned for
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investigation in this study is thought to offer potential benefits to individual subjects, based upon
previous pre-clinical and several retrospective case-series investigations. With regard to control
group, all patients were treated according to the latest guideline and therefore receive the best
treatment at current stage.
For each participant, either assigned into treatment or control group, all the expenses for
examination and treatment are covered by the sponsors.
Confidential:
Record of personal information will be kept private without publication according to legislation
and laws. Results from this study, but not your identity, may be shared with local medical providers,
government health organizations or international health workers to help them better understand 2019-

nCoV infection.
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2019 4 12 HBAK, At s iR 22 & I 1 2 9 < AN B R R i 98 " B8 5, 5 Rt AR X e
ol 4y B B T —FhERE R (Coronavirus, CoV), HAFERYF 415 2003 4 Hif7 ™ HE A
PERRIR 255 4E WOIR i 2 (Severe Acute Respiratory Syndrome Coronavirus, SARS-CoV) FH{BLE
1K 79.5%, tHF BAH LU Hoar 44 92019-5 8w IR (2019-novol CoV, 2019-nCoV) (1],
BEAE NG S AE, e FoAth s X R 55 A A 4k I 1 S il [2] -

AR EF AT LA B AN R L 7, HI2 4 81k, HHETA 2019-nCoV EE 4
il 5 11248 7 S8 TP TS B Z A0 R0Rs S TR R B 25 (3] R A A T AE 00 23 2405 LIl
PR ELGAIE I AE N A FH o R 22 A R R 25 R A o — ) R ) e R T SR 2 —

fi B2 ¥2 & ¥ Chydroxychloroquine, HCQ) J& 4-& Z:MEMKRPIIEZG, 1944 FE A S

(chloroquine, CQ) HIFEAE E N LAWK T HCQ, WEMXAMETHZELEZEMNRT CQ HH—
NI, A HCQ AN B B e R, AN AT . HCQ M THUIEIRTT, 1955 F
TG TRYT RGBSR, 1988 EFFURH TIRIT MBI 48, HR T S e PR B 22
EMERE AR R T IRIKRK) 2N [4]. HCQ fEfREE 5 A CQ Ziak RN, Rk
K[5,6], EATRBET . Fik W 4RI RAT VS AR . FAAR I AR LA e Ui b . B PR XU
52 AR FIALA] HCQ I PR S FH Y Bl IR G 8 P 93 A0 ol 380 g Jok: » fie g 25 4R [ 7,8« [T
TEHURTT 1, CQ A EMIRITIEM, TREIEILHNH] TNFo F1 IL-6, 1RI7 7 TE G 51 &2
FPEIRIR I 45 5 F (Acute respiratory distress syndrome, ARDS) [9]. ZE45 BRI 5 B Gk /7 T,
CQ AR S 8 1 e e i B . AN B[ 3 (human immunodeficiency virus,
HIV) #E A1k CD4 IR 4EMIFE R SORAI (pDCs): JRTFHN . 2578, H RNA ¥ toll #f

39



A& 7 (Toll-like receptor-7, TLR-7) 15515 Hl¥# TLR-7 {23 4% N 75 T IFN-o 5 3% (115 5 20K
FeHE IFN-o AR T T 40055 2 AN 40 R0, B 4RIRAT SRRk 40 . SO i@ 7E
AR AR E AT HIV A3 8 TLR-7 15 5% SR B — AL RCR[10]. JGHR T 50
BHEMNEE, 800mg/d ELARH 8 A HCQ AJ & 3 R & 11,12]. 7E SARS-CoV 153
— R REARIFEE, P ARIEI R A E R FE% 7 (Middle East Respiratory Syndrome Coronavirus,
MERS-CoV) AR I 5, HCQ iR7R 1 A& A8 FH vl REAAAE I HUm 2897 2% [13,14].
A SCHRIE R SARS FRHEL, #E#E HCQ S RIHF SARS-CoV YLK Tl AiGI7[13] /I
U 7T CQ BT IR BRI Y, FAiE Fik 80% LA F[14]. T HCQ $ifi & HAF AL 7 T @it
eSS MG pH A, TR SRS, FHIERER AR . FELT &
IRFEAR ) pH AR, S0 55 2R OBIRE S IS, RIEMN 5 R A . CQ WS LARI HCoV-
229¢ EGL AL p38 MAPK FUBLE . M Cov & ifil[14,16,17]. 7£ SARS-CoV [HIAH A
Fo, R OB T IR AR MR Ak, BRI d %% [13]. SL2GM i e et AL 4 b i) 43
AT ARG BIZRBU[18,19].

A FEANAERHIZ BB B e PR B3 i 2% 1 e Y A e A/ R g b, IR AT B HCQ Xy
T SERG B 5% AOIT ORI 2 Ak o AT H T e —TATHETE . 2ty BEAL. SR A AR
B, VPGP B R R BT A8 R FE R L IRRAEIR S . SEIR S AT A AR AR
Oy 7 o PS4 P OO PTIE S 249 T4 S B et bR s B A 48 1y 2 /- i A/ e A
BEBUR AT .
—. WPRARI

(—) BAREFR

AT 0L ey 77 B P G Y T A TR S TR/ o TR R R 8 8 AT I AR
X 360 15114 /3 58 Y/ 5 R R SRR Tl A S AT IR T R AN 2 A PR I R RS
A TRIVEA 2 2540367 753 B e bR 9 253 2% A0l R VR FH

(=) BN BEMIT%
1.1 WL H

40



i
&
i
bk
I
S
I

PP B R S VR T R LR I B M 48 FRI9T 80RN 22 Ak

1.2 I HN A

1.2.1 #&it
R 10 L], EHEEE 360 B2, Ay iAEedE 180 1, XTHEZH 180 4, LAz

PR 43 AL Rl R B AL AR NBENL Y 2R 3. BTIETE. 200 BENL. FFBON REAR 7T

1.2.2 WFFEANRE

N BRHE:

6) 18 % KL E;

7)  TEG T ALRIR I EE I 2 IS AR AE[3], BT RIGE S50 S A RT-PCR HIF 5L 2019-nCov
IZBRR B, W] DARC A B CT s ks

8) HEWNAA T Sa02/Sp02<94%, B, PaO»/Fi0,<300mgHg (& FF HEA);

9) ZFEAIEFE

10) 28 KA KIZ 5 HABHE T2 25 W0 I R 5T«

FEBR bR

1) Fi<18%;

2) A IEF A YRR A R . OB AT R AR R A

3) ANHBEWESYH:

4)  MEYRIAEHAIRA %

5) WA gt B

6) MR A AN BEHC A W% & B\ AP 2 s

7) JEEATH (40 Child Pugh C 2% H ALT>5 %)

8) LA™ H TRt H 1 EHE UUUEHE <30 mL/min) BUESEE T RYT % MBET
JEIEE T .

1.2.3 H#T5%

o IO IRIRFHEREIOARHETR T SR L, A 3R 1 R~ 3 R DIRBRIR R A E
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A (100mg/fr+ 200mg/fr), B 400mg, BEH 3 ;55 4 R~3 14/21 R HIRBERFE R
% F (100mg/Fr~ 200mg/ ), BEHK 400mg, BEH 2 K.

o N FIREE B HER BARME IR T BEIT IR T

o RITAM: BAEEM 14K, EM21 K.

o FIRREHR: RA L FE AN REMSHAAA RN, A RHETHERE, 54
REFESHE RN, MAERIFENE. (BRTISEEMEI T, TS BRI
PRE BTG FIWT o AR 52 AR AR 22 A VAN 52 1, AR S DN RS A e IR T
BT 2P T Re S N EE Rk, W W IR BERR S 25 7=, Ao e RS A 24 )& R (X
FIRAR T AR ZIRE R RNIRE G, BB B 7 Al fE T E, Bk

— R EE TR
JRFEAKF TR 5 R BKF
. 1200mg/ H 900mg/H
$1~3 K
3W/H, 400mg/ik 3/H, 300mg/ik
. 800mg/H 600mg/H
5 4~14/21 K
2 %/H, 400mg/ik 2 /H, 300mg/ik

EERE DU IEINE, HFE RS R AA ke, ke, T4k
AR E 1421 RIFFLLE R
1.2.4 &MY

TR YT R S TR P i 28 i e A AR IR 294 (IERTE L 2 A AN ) S R S 25 2
VIEER, WBERR ) WTTAER . B O T RS, WTEH 48 /NS S IR
WE5E . 2R3 FAR AT FH 24 m] & 6
1.2.5 $#RET4 L

FFE DL R AR — Pl L 38 AT AR TS5 A 70, I ic S 45 R i)
CORF 7¢I BB Ak, WF 03 4 VPA IS T B U T s
@A R FF T 00155 I =51 H IR
@) R AN R 4k S8 IR 7 245900 -
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1.2.6 WP
FELL:
28 K PN AT B EE R0 B AL R S AR A [ 2
o0 B2 R AL RN 25 1 28 TR P9 A I R e 2
o IRREEE: WTFIRIRYT BIEARIRE OSHFHER) BNAR T 2 M.

NETRER:

Zinl HAEHR

6 BET

5 ICU, FTEASMNERGE S (ECMO) R/ A SIHLMGES (IMV)

4 ICUAERE, THELAPMES (NIV) /eSS S8 %97 (HENC)
3 iR, FHEEIT (JE NIV/HFNC)

2 AlE, AHREEIT

1 B

IR A

9) 4. 7. 10, 14. 21 KRB BL e bR98 SEAG 5 B %
10) 28 K P FRY Ik PRAE R e 3
o IRACREIREE: IRME IEHW (BiE<36.6°C, mi# 1iE<37.2°C, EHATIREHR
<37.8°C), SpOxKEIEH (AWERET, Sp02>94%), FFIRIEREIRTE 2K
11) 28 R A FSELS % FR bR i &
o SRIGEIEARNGE: C RMEH (CRP) BHEZ N £>50%, MUTHIEL T E=>50%, 4b
JE) MLk EL 4 2 06 T B SR AR, RIEFRICH) IL-6. TNF-o 3FEZ T [£>50%.
12) 28 RN IS B 5 b7 %
o ARSI B0 CT R I 26>50%
13) R RIFET:
14) 5 7. 14, 21, 28 RMJIGARIRZS (FHAY)
15) HLMUAS, (IMV. NIV) IR (D). MAMEA A IR (R, &7 (A%

BRI B D BIFFSE]) (IO B R (k) (A
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16) 28 KN MG PR A2 (B2 5@ 1Y )
o EPRIBAY: H oy EE A/ e B R A SR A G
e RN S B R Y SRR BT 2 ) S (3]
E. HEE— G FIUEM—%:
7. FPIREE, RR>30 IK/5;
8. HEURET, IREMAE<93%:;
9. FMKIME S E (PaOy) /MEKE (FiO2) <300mmHg (1mmHg=0.133kPa)
F. EEMN— fFELUTRE L —3:

7. MBI R, H & ENUMOE S

8. HIAKTL;
9. HIFHMASEIIRERWT ICU BT,
ZeVE A

OARFEM AR CET RIS R S IR PR e R R 258, B RTAHESRHA R
KPLETECE, HAARWR RS Hrh, ERREEHFET, By tHER
150, AR AN BN E W, (EAE 2 R 2 al i

B S
R g ST m v 7B Al T 2 51 A AN T R I A5 7 LB AR B e ) XLz
Wr 7)1 Heng

LA s R 4 B ISENIENG . B RNV S 22 U5 S BOREAT VE g5 A sm U 224 . LB
SR A e A e e

ELZED Wl MNEL GYS .
BN TG | BZ . 5. RO REFAL, BOsrE. Bk
IR ER2T HRER . TUL. PRI PER L. R4HM 2 . B R

R R 5 W BRI WEkiE. SO, Sk, . JERRSR TR N R
R Bk, SR, B, HM. ERTHN

DL RS LI AT RE R BLL /)38 . QT [AIIE K
JFPAE FFDhRedabs i H

RS FHRE . MK SCUVERESE
B BACNBE RIPE . ARBE . 45 R R
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@R A 5T 1 He 5]
1.2.7 Giitia s
BB
AR T A0 4 5 5 IR LB S0 G LA 1e1, AR V0008 R AL IR e [ Bk T IR AR B33 3 Sy 2
BT Ao BB I I 7 R B[R] 10 K, 167 AR T 0] R 2H 95 B A% B B 1) 3
FELb o 1.43, BUMBGSIGIT R A R IS R 7 Ok, RA BT BT %t, 75 K20 40% 0 N HE
NN (EZ 40%FMHEEE) BT — AR 4r, EH Lan-Demets 5% %) O’Brien-
Fleming Z8BUH) o6 R B AR LB A — BT IR 2R 0=0.025 CHRTD, 80%MIHEIREE, FH Log-
rank test HFATREES, Z/DFEE 248 N M BIX 75 RFTEMAM, TR R G — B2 R #
25 7 RIGEATRA 5, HIE 20% 0 s %, R 360 652144
AT FUAE RS2 WA R [ 2 BT 28 RIGIR S 3 . RO IR R 8 5 50%,
100 41 874 32438 P LA /D 70%HIE IR BEAS I HY 1697 41 25% i PR 25038 2 B4 =
SRR
o RIMEIRITHE ATD: & SCHFTABNENRI M Z K . ITT ABERAE AT 5097
R AT B E A NBE . 3213 K 2k T 3 1) 70 e B0 v8 7 AR EAT 0 P
o TFEHRE (PPS): AN EENITT MF5E, AN AZEZE R 11 R (3R
R AD /16 Kk (ERD BaYT, HIJGW R w32 2257 2400 3K T7 = B 1 2 #
T TS T7 BT 4R LT PPS (R T A A SCRFIE A3 A 3 B T ITT (73 M R AT 4h 72
AR NG BT H AT R BE IR T R AT 40 #T
o ZeMBIRE (SS): N HER | 20— A 2l # . 2aethnth AR
& 2 VEIRAR I E A AR 32 R0 I 52 B 7 S IR o7 AR AT 20 A
ViR iR
o FETH:
H Kaplan-Meier %73 Hr 8K EE B A8 o 2| B I TR) AR A0 R 5 B2 16 KM 2k, FH 23 = Log-
Rank Test LLEPIAH M2k, DAVPA PR EAARST 2. 70 =3 S RENLN 48 FH ) 70 = R Z A A
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FE SR NHE P AT ML 3T, 28 18 3 S R PR O R IR AR A o 10 37 45 I () A PR 5 2
FH A 75 R8s P 2E ) 28 DRI R 508 28 1K 22 A BEAT SR A B8 o VRN BURME 23 BT, 1 H KM
JNEBATAG S
o REITRUHT

TSR 2 o A I 18] AR R S A R B L IR PRAEIR O 28 . S S HR s i
. WU AT KBS I B2 g 2 i ], USRS LE (RRO
R H 95% B {5 X8, KA Kaplan-Meier V273 BT HUMOE ARSI A A /20T /A Bt I 8] 71 G A
time-to-event XA 2 i o P AL (] S H 95% BAS X (A, KM #h 4 1 LL L i Log-Rank fa
R i
e

AR FEH BRI GRS/ (SOC) AEIEARE (PT) 4 HEBI%. K4
UK. %4 AE. TEAE. SAE PLJK ADR 1%, RAEZKLLEBIX.

KA R SR B AR OHREIRE . AR IE B ARG A 2 R AR R B AN
HARXS L AL . G G DL R, B B SRS &I A fi S X R B AL
M
o3

AW TR B AR I A 12y (IDMC) AT AT 70 4. IDMC I N SR e AF55 T3
T J SEHBAH T K AE IDMC AR ALUE .

AT — S IR i — A AT, — KR53 M. 1E Group Sequential Design
H >R ] Lan-Demets $3%, 1] O’Brien-Fleming 2 o-THFERREL (BB DUE M ARISAS
R 0.05,

B—UIAR A HTTE 40% (KZ1 150 N HISZE NA 7 RIGHHT, FEHWRETHA
o= E AR AL, BE MK (p-value boundary) 0.00079 (XU,

A HTTEIA R 248 NMEH MR FHET, BE MK (p-value boundary) 4 0.04974 (XX
.
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BRI BT SEBR oo Y8 BN S5 28 1 7K P B0 MR 40 9 B e Sz o i 5% 28] PR s D) A B0k AT T %
1.2.8 WFIRFER

TR B Ao N P A 12 B 3 B e bR o 2 il ¢
(R /EEEE)

'

V1 MIRIEREAR, SpO, iR, KWRERAE, FGHCT

R4 - o FE 4
REEEERETIERER 1: 1A RIETER = AMIETT
E1200mg/d, d1-d3 d1-d3

Vo OZERFEHZEQFFTERR, Sp0, HECOETRERNBTDRSE
HNER/BERN OFRENS ©@5HHE

RIBFEE T ART - EBRER

800mg/d, dd4-d7 !
R EOFFRIEER, Spo,, KECOLRENBDRER
A/BRER OFREH ©EHES

=

BEEEEMATRBER | TR R AT
HE800mg/d, d8—-d10 v v d8-d10
4 OBBEBEOHIEER, So0, KEOFREREDREH
HER/BER OFREH O5FAL
R B AT B R R AT
E800meg/d, dl11-d14 dl1-d14
vs OEEEFZOHLEER, So0, HEOLREREORT
HER/EED OREEH ©BH4A% ORHCT

Y

V6 O BB ZEQWIEREIR, Spo, HECLLEHRBTORTE
HER/BER OFREMH ©&FHZE DIEICT (RELRES)

l

V7 OIZBRE TR ZEQIFRIELER, Sp0,, REALREREDLER
ANER/BER OFREN O©5HAL ORIECT REERBE)

i B, AT ISR
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R ER R FH B 12 R B R B ¢
(ERIEE)

'

V1 WFBGELER, Sp0,, iR, ZKMS, EREWE, RECT

1R 06 2H " XTHEZH
iR AT RRE R 1. 1HEfl IR R e T
EIZOOmgfd, dl—-d3 d1—-d3

Vo DOZBREHZEOTELER, Spo, FEGLEENEDELE
J7. IMV/NIV. EMOB A EEE ©&FHE
WEEEERT HBER ‘ RIEEEEIET
EE800mg/d, d4-d7 v d4-d7
V3 DOZERBEHEOIGELER, Spo, FKEGLEEREDELE
§7. IMV/NIV. EQMO OFREEMH ©&FAHEOIRKRE
EEEEEATRBER | TR A AT
®800mg/d, d8-d10 v v ds-d10
OEZREHRZEQRIGERER, Spo, ARALEEREOE LA

Vd = NIV, B0 OFBEME @4 HRECIERRE
RIEFREEIETHREBEER REREEMIET
HE800mg/d, dl1-dl14 dl1-d14

V5 OZEREFEZEQFRGERER, Spo, REOLREREBEOEF LR
J7. IMV/NIV. EQMO AR R EMG ©&FHYE DlRFRE
BIEREEEMEIT - mMEBEER RIEFER S AIEIT
E800me,/d, dl4-d21 d14-d21

V6 DOEZBREHRQMRIEER, Spo,, ABOLBRERBEDELE
§7. IW/NIV. ECMO ©F REHOE&HAHDIEIHCTOIGKRE

|
v

V7 OEBREFHZEQFRERER, Spo,, MEBEOLRERLBTOE LS
§7- IMV/NIV. ECMO DA REMH ©&FHH% DEIECT (RIE
EREFE) @laRRE

B, DUHATRIEE YT




1.3 IRIRIE IR

REMEE (REARER)

K ﬁ;ﬁ;ﬁi/ BWITH Q14 R) e[ 5 1)
VIRA R Vi V2 V3 V4 V5 V6 V7
Y7 HLI [A] D-3~1 | D4+l1d | D7+1d | D10+1d | D14+1d | D21+2d D28+2d
G [ x
BRI HERR bR x
SARFE FALAL x
& YNmES73 10 x
WS S5 S AL B IR T ) x
AR A ) x x x x
A A ARAES x x x x x x x
12-FHR 0 L X[ x x x
CRP, i x[11] x x x x x x
TNF-a, IL-6 x[11] x x x x x x
1L FRLS) x[11] x x x x x x
PR E ALC) x[11] x x x
Mo x[11] X X X X X X
UHoise. BDiRE. O
k1L Ty e x[11] x x x x x x
B TREAR P B AL IR A ) x[12] x x x x x x
K S AN B CRIREECS L T x x x x x x x
PREGILTE HCG ) 3
BUEH T B2
fia ks CT [t x HRAR I PR 75 ZE AT
A TP TG R x x x x x x x
B FH 21510 x x x x x
FE 75 e oy EEL R f AR % x x x x x x
HIFHZ x x x x x x x
A RFF x x x x x x x

14. NBEstRbi s A H . P,
15, BRI LABRAE S, AR BB IT
16. Mgt B UIERAIML. ke IR B &l M,

fEH. fE RS EEILR G SR E R4t

R

UHE S FRR S B

OIVE R G HE L
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17. AEdniBfE: AR, PRI, KR, s AR ETE S H i s AR, BRI AR I & T VA
i B O — 5

18. MHEH: Z40fit4 (RBC). MALEFIRE (HGB). HAMTTHE (WBC). IM/MRITHL
(PLT). PERiZHfEiHE (ANCO. WREgHAETHE (LY). BAXEM 0 (MOD. WERR R AT H
% (EO). WEmMER AT (BA);

19. JREM: JRpHE. IRAYM. KON IREA. REEE. RIS

20. IMAfk: WAERE (ALT). SEEEE (AST). MIHZ XK (TBIL). HEE (ALB). y-R&
KR (GGT). FLRMEARY (LDHD. WIREEE (CKO. WIRME R THF (CK-MB). MLJREHR
(BUND. IMLEF (CR);

21, EEMIhRe: HEMBEEERS ] (PT). JEAERor EEMEERS [H]) (APTT). &EMEERS ] (TT) MIRLF4EE
FJR (Fbg). HEPrbrAEfLEEAR (INRD;

22. W H W REAT RIS R B IR A I, 38 45 R 75 SR AE CRF

23. FRICFEZAEHAEN, E0Rk. 2k

24, WIARZRF HIRALHT 3 RN EMFEGERM SR, FEFFAE NG, WhZZXH TG A

FEFAT
25. WS RHE A D URZIR 5 T BRI LR, RETIRE AR, MR
AR B R TR

26. X+ BRI S RE AT R, OERGIFIZ . SR ET,

HEEREE (EED

B TR BT 221 %) A5 B D 1)
HITH

VIR FR Vi V2 V3 V4 V5 V6 V7
Ty L[] D-3~1 | D4=ld | D7+1d | D10+1d | D14+1d | D21+2d D28+2d
ST A & x

BN IR /HERR bR x

pranweyiyilked x

e YNRES73 Sl x

WSS S AN B I T ) x

AR AR x x x
A G AR AE ) x x x x x x x
12-F B0 LA [ x x
CRP, i x[11] x x x x x x
TNF-a, IL-6 x[11] x x x x x x
i 5 FL! x[11] x x x x x x
PR FRLe) x[11] x x
I A= 44 x[11] x x x x x x
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UHoise. BDiRE. O

BRI ThREE] x[11] X X X X X X

GRS R NS AL Rl x[12] x x x x x x

T8 ik SR ORI 3

x x x x x x x
™

Bk IS 54t x[11] MR I R 75 2L AT

JREGILTE HCG L .

(PUER T ER 2

fig#k CT x[11] x PR A 22

AT

A TCIFIR TEREAR x x x x x x x

BRI FH 2 5 Lo x x x x x x

I RARZS x x x x x

A7 IMV/NIV. ECMO. &J7 x x x x x x x

&3 2 x x x x x x x

N Y x x x x x x x

1. NP goRHd s sE A H . Ml R%;

2. EUIEIUN SEAIREAE S, DARAEBESOR IR T

3. RIS ARSI, k. R, B B MRS S AHORER. R O R BEE A
W, MAERS. EHILRG K E R4,

4. EGrRAE: PRIE, PRI, BREE, s AR E ISR H s A, SR A AR R v
I HE AR — 3K

5. MfEBL: AgEMiitE (RBC). MALEEKREE (HGB). H4HMiit% (WBCO). Ii/Miit%
(PLT). R4 CANC). W44 (LY. Bizgifit-# (MO). MR VER 4H T
% (EO). WEmMER4ffiit 4 (BA);

6. R JKpHMH. RN, KA. RES. REERE. SREIE,

7. MEfk: BNEEE (ALT). SHEEER (AST). MIHZ R (TBIL). AEA (ALB). y-B&AN:
KRG (GGT) AMMAR (LDH). WIREE (CK). WIRHAEFF L (CK-MB). MJREHR
(BUND. LA (CRO;

8. WEMLThAE: HEMEFIEISE] (PT). AR/ BEMAGI 8] (APTT). HEMLEERE (TT) M2KLF4EeE
HJE (Fbg). HEFRFRAEMLLELE (INR);

9. FRFEWRBAT RIS B R R AR R A I, BdE 45 R FHICRAE CRF oy

10. FRICEZIREHAEN, 28Rk 2R

11 Wizl | 2T 3 RN AR GEORI B R, RETAF NG, WZSZRAE A
TR A

12. GRS E A IS H IR E 2500 5 RN AR, SR RE AT G, WHiZ2 sl i

WA EHAETRE.
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13, XF OB 2 E ATV, ORGSR ET,

=. ZRERRK SR XK

AT H FE—TEEA LR OB 7T, Bl Fe S Fr Ay © 28 b i B0 1 S e 40 ) 57 A T
TRIEM A, LT LR R T AR, T AN S48 321505 71 KRBT KU .
A RERYR 2 -

1. Z5AWTHZEE TREMNGTr HR G, X IRALRAEAR YR8 7 00 H a7, Wy mlEk

TSI B BUs RT3

2. FESINWTFUIYIE], A2 E A AR & 9% T ANBIE T 254 (1 B RS e H 7 5 AR
TR .

SR W NS BAD SR R, ARIEIREAEA, KA SE AT WRBE RS R AR,
SARE BN N BTk DR

SR
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Summary of Protocol changes from: KY2020-29
This is the translated version of the final protocol originally

written in Chinese.
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Evaluation of the Efficacy and Safety of Hydroxychloroquine Sulfate in Adult Patients

With 2019-nCoV Respiratory Infection: A Multicenter Randomized Study

SUMMARY OF CHANGES HISTORY
Protocol Version: 1.0-6.0
Key Changes:

1. The name of the study drug hydroxychloroquine in the original version change to
hydroxychloroquine sulfate in the newest version.

2. Introduction was modified based on updating knowledge on 2019-nCoV and Hydroxychloroquine

3. The sample size of 200 cases in the original version was replaced by 360 cases in the newest
version based on the alternative hypothesis of a 30% reduction of time to virus nucleic acid negativity.
Under the exponential distribution, this benefit translates to a reduction in median time to virology
negativity from 10 days to 7 days. A total of 248 events would provide a power of 80% to detect a
30% reduction of hazard ratio (control vs. treatment) of 0.70 with a Log-Rank test, assuming a two-
sided significance level of 5%. A 75-day accrual period and an additional 7-day follow-up are
assumed. The sample size calculation has also taken into consideration an annual dropout rate of 20%.

4. In the original version of the protocol, patients with severe pneumonia were excluded. However,
considering the anti-inflammatory property of HCQ favoring disease regression, we decided to
change exclusion criteria in order to include patients with severe type of pneumonia. Stratified
random sampling was then applied to stratify all eligible patients according to the disease severity
(mild-to-moderate or severe) followed by random assignment (in a 1:1 ratio) in each stratum to ensure
balanced distribution of disease severity between treatment (HCQ plus SOC) and control (SOC only)
groups.

5. In the original version of the protocol, age of patients was restricted to 14 or higher. However,
given no data available of COVID-19 in adolescents, we decided to focus on adult patients without
risking younger patients and lifted the threshold of age limitation to 18 years.

6. Patients with severe liver disease and renal diseases were excluded due to safety concerns of using
hydroxychloroquine in this population.

7. In the 4th version, “Onset of illness <12 days” was added to focus on as earlier stage of COVID-
19 as possible. However, in hospitalized patients, this criterion would rule out too many patients that
could previously participate in. We therefore remove this criterion in last version.

8. In the original version, the study drug was orally administrated 2 tablets/time of
hydroxychloroquine (250mg/ tablet), twice a day, from Dayl-Day3 followed by 1 tablet/time of
hydroxychloroquine (250mg/ tablet) , twice a day, from Day4-Day10. In the newest version, the study
drug changed to orally administrated hydroxychloroquine sulfate tablets (100mg/ tablet) 4 tablets
[time, three times a day, from day 1 to day 3 followed by hydroxychloroquine sulfate (100mg/ tablet),
4 tablets/time, twice a day, from Day 4 ~ day 14( for mild-to-moderate patients), from Day 4 ~ day
21(for severe patients).



9. Concomitant anti-viral treatments were forbidden after randomization in the original version.
However, considering the fact that these drugs are recommended as standard-of-care in the national
guideline, we decided to remove this restriction in the later version. Moreover, usage of chloroquine
was prohibited after randomization. If the subject had already used chloroguine medication prior to
randomization, he or she can participate in this clinical study after 48 hours of chloroquine medication.

10.1In the newest version, addition to the secondary efficacy endpoint: time to negative of the novel
coronavirus nucleic acid detection (day) and rate of negative percentage of the novel coronavirus
detection of the treatment day 4, day 7, day 14 & day 21.

11.In the original version, the clinical symptom improvement as one of the secondary study endpoints
was described as respiratory symptom reduction =50%. In the newest version, this was described
as respiratory symptom disappearance.

12.Add six-level classification scale for evaluation the clinical severity of subjects with severe type
of 2019-nCoV pneumonia: Level specific description are as follows:

Score 6: death; Score 5: ICU administration and/or requiring extracorporeal membrane pulmonary
oxygenation (ECMO) and/or invasive mechanical ventilation (IMV); Score 4: ICU/ hospitalization
requiring non-invasive mechanical ventilation (NIV)/high-flow nasal catheter oxygen therapy
(HFNC); Score 3: Hospitalization, requiring oxygen therapy (non-niv /HFNC); Score 2:
Hospitalization, no need of oxygen therapy; Scorel:discharge from the hospital.

13.Add details to safety end point in the newest version: Gastrointestinal reactions (especially
diarrhea) and retinopathy are relatively common at clinically prescribed doses, but can be reversed
after withdrawal. Long-term or high doses may cause irreversible retinal damage and the risk of visual
impairment.

14.Add secondary endpoint for subject with severe type of 2019-nCoV pneumonia: All-cause
mortality.

15. Add secondary endpoint for subject with severe type of 2019-nCoV pneumonia: clinical status
on days 7, 14, 21 and 28.

16. Add secondary endpoint for subject with severe type of 2019-nCoV pneumonia: duration of
mechanical ventilation (IMV, NIV) (days), extracorporeal membrane oxygenation (days), oxygen
therapy (nasal catheter or mask oxygen) (days), hospitalization (days).
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ABBREVIATIONS

ADR Adverse Drug Reaction

AE adverse event

Cl Confidence Interval

CM Concomitant Medication

CRF Case Report Form

DBL Database Lock

ITT Intended-to-treat

MedDRA Medical Dictionary for Regulatory Activities
PPS Per Protocol

PT Preferred Term

SAE Serious adverse event

SAP Statistical Analysis Plan

SOC System Organ Class

SS Safety Set

TEAE Treatment-emergent Adverse Event
WHO World Health Organization




1 Primary objective

The primary objective of this study is to evaluate the efficacy and safety of high dose of HCQ
sulfate in patients with 2019-nCoV respiratory infection by comparisons between the HCQ group and
the control group.

2 Study Design

2.1 Design

This trial was a prospective, multicenter, open-label, randomized trial of patients with 2019-
nCoV. The trial enrolled 360 patients with 1:1 randomization ratio stratified by disease severity
(mild/moderate/severe) to receive either standard-of-care (SOC) or SOC plus HCQ.
2.2 Randomization

The eligible patients will be randomly assigned to one of the treatment arms with ratio 1:1. The
randomization number will be generated by computer and implemented by random envelops. The

stratification factor includes severity of disease (mild/moderate and severe).



2.3 Visit Schedules

Table 2-1 Time and Events Schedule (mild/moderate subgroup)

) Screen/ Treatment and follow-up (Day 2- Extended

Evaluation / Procedure
Treatment 14) follow-up!'*
Visit \Y! V2 V3 V4 V5 Vo6 \'%
Day +/- Window D-3~1 D4+1d | D7+1d | D10+1d | D14+1d | D21+2d | D28+2d
Informed Consent x
I/E Criteria X
Randomization X
Demographics!!! x
Epidemiological and N
medical history!?!
Physical examinationl’! x x x x
Vital signs! x x x x x x x
12-lead L] y y y
electrocardiogram
CRP, ESR x[11] X X x x X X
TNF-a, IL-6 x[11] X x X X x x
CBC with differential’®! 1] x x X x X x
Urinalysis!® x[11] x x x
Blood chemistry!”]
(hepatic and kidney panel, (1] X x X X x X
Myocardial enzyme)
Coagulation panel™® 1] X x x x x x
2019-nCoV RT-PCR"! x[12] x x x x x x
Pulse oximetry (onroom
air) X X X X X X X
Pregnancy Test (Serum 1] y
or Urine hCQG)
Chest CT x[11] X Op.ti(.)nal (as per
clinical needs)

Respiratory symptom y y y y y y y
(Y/N)
Study dru
admi}rllistragtion (10] * * ) * *
Progression to
severe/critically severe X X X X X X
type (Y/N)
Record of SMT X X X X X X X
AE Assessment X X X X X X X

27. Demographics include birth date, gender and ethnicity.
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28. Epidemiological information includes recent travel history and exposure to epidemic area or
infected patients; medical history includes present illness and past medical history including
co-morbidity medications

29. Physical examination includes height, weight, general outlook, head, eye, ear, nose, throat,
neck and thyroid, skin, cardiovascular system, Anterior chest and lung, abdomen, neuro
system, skeletal muscle system and lymphatic system

30. Vital signs: body temperature, respiratory rate, pulse, blood pressure; record maximum
temperature of the visiting day and use same measurement criteria throughout the study
period.

31. CBC with differential includes: haptoglobin and absolute count of red blood cell, platelet,
total white blood cell, neutrophil, lymphocyte, monocyte, eosinophil and basophil

32. Urinalysis: urinary pH, urinary red blood cell, urinary white blood cell, urinary protein,
glucose and ketone

33. Blood chemistry includes alanine aminotransferase, aspartate aminotransferase, total
bilirubin, albumin, y-glutamyl transpeptidase, lactate dehydrogenase, creatine kinase,
creatine kinase isoenzyme-MB, blood urea nitrogen and creatinine

34. Coagulation panel includes: Prothrombin time, activated partial thrombin time, thrombin
time, fibrinogen and international normalized ratio.

35. RT-PCR results upon unplanned visit should also be recorded in CRF

36. Record daily administration of tested drug including under use and over use

37. These examinations can be exempted by the investigators if the participants can provide
qualified examination results within 3-day prior to initiation of the study

38. RT-PCR results of 2019-nCoV within 5-day prior to initiation of the study can be used for
screening

39. For patients discharge alive, only medications and AE information will be collected via
telephone contact.

Table 2-2 Time and Events Schedule (severe subgroup)

Evaluation / Screen/ Extended
Treatment and follow-up (Day 2-14) follow-

Procedure Treatment upl1?

Visit Vi V2 V3 V4 V5 Vo6 \'%

Day +/- Window D-3~1 D4+1d | D7+1d | D10£1d | D14+1d | D21+2d | D28+2d

Informed Consent X

I/E Criteria X

Randomization X

Demographics!!] x

Epidemiological and 8

medical history!?!

Physical

examination*! * * *

Vital signs!*! x x x x x x x

12-lead x[H] x x




electrocardiogram
CRP, ESR x[11] X X X X X X
TNF-o, IL-6 x[1] X X X X X X
CBC with U1 y y y y 5 5
differential
Urinalysis!® x[1] x x
Blood chemistry!”] (1]
(hepatic and kidney y y y y y y
panel, Myocardial
enzyme)
Coagulation panel™® x[11] x x x x x x
2019-nCoV RT-PCRY x[12] X X X x x X
Pulse oximetry (on
room air) X X X X X X X
Arterle.ll blood gas x[11] Optional (as per clinical needs)
analysis
Pregnancy Test W11 y
(Serum or Urine hCG)
Optional
Chest CT 1] X (a's per
clinical
needs)
Respiratory symptom y y y y y y y
(Y/N)
Study drug X X X X X X
administration 17
Clinical status X X X X x
IMV/NIV, ECMO or
supplemental oxygen X X X X X X X
(Y/N)
Record of SMT X X X X x x X
AE Assessment X X X X x X X

13. Demographics include birth date, gender and ethnicity.

14. Epidemiological information includes recent travel history and exposure to epidemic area or

infected patients; medical history includes present illness and past medical history including

co-morbidity medications

15. Physical examination includes height, weight, general outlook, head, eye, ear, nose, throat,

neck and thyroid, skin, cardiovascular system, Anterior chest and lung, abdomen, neuro

system, skeletal muscle system and lymphatic system

16. Vital signs: body temperature, respiratory rate, pulse, blood pressure; record maximum

temperature of the visiting day and use same measurement criteria throughout the study

period.

17. CBC with differential includes: haptoglobin and absolute count of red blood cell, platelet,




18.

19.

20.
21.
22.
23.

24,

total white blood cell, neutrophil, lymphocyte, monocyte, eosinophil and basophil
Urinalysis: urinary pH, urinary red blood cell, urinary white blood cell, urinary protein,
glucose and ketone

Blood chemistry includes alanine aminotransferase, aspartate aminotransferase, total
bilirubin, albumin, y-glutamyl transpeptidase, lactate dehydrogenase, creatine kinase,
creatine kinase isoenzyme-MB, blood urea nitrogen and creatinine

Coagulation panel includes: Prothrombin time, activated partial thrombin time, thrombin
time, fibrinogen and international normalized ratio.

RT-PCR results upon unplanned visit should also be recorded in CRF

Record daily administration of tested drug including under use and over use

These examinations can be exempted by the investigators if the participants can provide
qualified examination results within 3-day prior to initiation of the study

RT-PCR results of 2019-nCoV within 5-day prior to initiation of the study can be used for
screening

For patients discharge alive, only medications and AE information will be collected via telephone

contact.




3 Endpoints

3.1 Primary Endpoints

(1) Negative conversion rate of virus nucleic acid within 28-day

(2) For severe disease subgroup, considering both virology conversion and clinical

improvement.

® Definition for clinical improvement: decline of two categories from enrollment status on a

six-category ordinal scale of clinical status which ranging from 1 (discharged) to 6 (death).

Table 3-1 Six-category ordinal scale

Scale Description

6 Death

5 ICU, requiring ECMO and/or IMV

4 ICU/hospitalization, requiring NIV/ HFNC therapy

3 Hospitalization, requiring supplemental oxygen (but not NI/ HFNC)
2 Hospitalization, not requiring supplemental oxygen;

1 Discharge

Abbreviation: IMV, invasive mechanical ventilation; NIV, non-invasive mechanical ventilation;

HFNC, High-flow nasal cannula.

3.2 Secondary endpoint
17) Negative conversion rate of virus nucleic acid at day 4, 7, 10, 14 or 21
18) Improvement rate of clinical symptoms within 28-day

® Definition for clinical symptoms improvement: resolving from fever (axillary temperature
<36.6°C, or oral temperature <37.2°C, or rectal/ear temperature <37.8°C), normalization

of SpO2 (SpO2>94% on room air), disappearance of respiratory symptom
19) Improvement rate of laboratory parameters within 28-day
® Definition for laboratory parameters improvement: 50% decline of C-reactive protein,
erythrocyte sedimentation rate, IL-6 and TNF-a level from baseline and normalization of
absolute blood lymphocyte count.
20) Improvement rate of chest radiology within 28-day

® Definition for radiology improvement: Resolved more than 50% from baseline on chest CT
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images
21) All-cause mortality
22) Clinical status at Day 7, 14, 21, 28 in patients with severe 2019-nCoV respiratory infection
23) For severe disease subgroup: Duration (days) of mechanical ventilation, extracorporeal
membrane oxygenation, supplemental oxygenation and hospital stay

24) For mild/moderate subgroup: Progression rate within 28-day

® Definition for progression: progress to severe or critically severe.

® Definition for severe and critically severe 2019-nCoV pneumonia [3]:
G. Severe—Patients with 2019-nCoV pneumonia and at least one of the following:

10. Respiratory distress, RR>30 breaths per minute
11. SpO2 <93% on room air
12. Partial arterial oxygen pressure (PaO>) / Fraction of inspired oxygen (FiO>)
<300mmHg (ImmHg=0.133kPa).
H. Ciritically severe—Patients with severe 2019-nCoV pneumonia and at least one of the
following:
10. Presence of lung failure requiring mechanical ventilation
11. Presence of shock;
12. Complicated with other organ failures requiring ICU monitoring
3.3 Safety endpoints
Adverse Events, Laboratory values, ECG, vital signs and physical examination findings will be

monitored and recorded.

4 Sample Size Justification

Approximately 360 subjects (180 per group) will be randomized in the study. The sample size
for this study is based on the alternative hypothesis of a 30% reduction in the risk of virus nucleic
acid negativity. Under the exponential distribution, this benefit translates to a reduction in median
virology negativity from 10 days to 7 days. A total of 248 events would provide a power of 80% to

detect a reduction of 30% (hazard ratio (control vs. treatment) of 0.70) with a log-rank test, assuming
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a two-sided significance level of 5%. A 75-day accrual period and an additional 7-day follow-up are
assumed. The sample size calculation has also taken into consideration an annual dropout rate of 20%.

Meanwhile, co-primary endpoint in the subgroup defined by severe disease is 28-day clinical
improvement. Assume 50% patients have clinical improvement by day 28 in control group, 100

patients can detect a 25% improvement in treatment group with a power=70%.
5 Analysis Set

Intent-to-treat (ITT): is defined as subjects who have been randomly assigned to the treatment
group or placebo group. Analyses of efficacy will be based on this population. The ITT analyses

grouping will be based on treatment planned.

Per Protocol Set (PPS): Is a subset of ITT, defined as all subjects who have been randomly

assigned to the study and received at least 11-day treatment(mild/moderate disease) /16-day

treatment(severe disease), and have no major PD which significantly impact primary endpoint. The

analyses grouping will be according to treatment planned.

Safety Set (SS) :is defined as subjects who have received at least 1 administration of any study

treatment (partial or complete). This population will be used for all safety analyses. The safety
analyses grouping will be according to treatment actually received. All patients in control arm will be

included in SS and randomization date is used as substitute for treatment date.
6 Statistical Analysis Plan

6.1 General Analysis Method

All analyses will be conducted in SAS 9.2(or higher version). In general, continuous variables
will be summarized using descriptive statistics such as mean, standard deviation (SD), median and
range. Categorical variables will be summarized using frequency and percentage. For time-to-event
variables, the Kaplan-Meier method will be used for descriptive summaries.

In listing, list results that tests/evaluation actually happened. Unless otherwise specified, listing

follows the order: treatment, patient ID, visit, parameters.
Study month=number of days/30.4375,

Unless otherwise specified, display of mean and median will have one more digit than original

data, standard deviation have 1 more digit than mean. All numerical display do not show more than
1



3 digits. Percentage has 1 digit and no percentage display if frequency is 0. In general, denominator
in percentage is number of patients in the corresponding header.

Primary efficacy analysis is on ITT and supportive efficacy analysis is on PPS. Safety analysis
is SS.

6.2 Imputation of Missing Data

(1) If a lab value was recorded as < normal value, <normal value, > normal value or

>normal value, the value will be treated as =normal value in the summary tables, but

listed as-is in the listings.
(2) Missing/Partial Date of Birth

If year and month and date are missing, then BOB is missing. If year is not missing, use June01
to impute month and date. If year and month are not missing, use date 15 to impute date.
(3) Partial Concomitant Medication Start/End Date
® Partial Concomitant Medication Start Date
» If the year, month and date are completely missing, no imputation will be performed,
the medication was treated as concomitant medication.
» If the date only is missing, use the date 1 to impute.
» If the date and month are missing, use January 01 to impute month and date.
® Partial Concomitant Medication End Date
» If the year, month and date are completely missing, no imputation will be performed,
the medication was treated as concomitant medication.
If the date only is missing, use the last date of the same month to impute.
If the date and month are missing, use Dec 31 to impute month and date.
If the end date after imputation is after the last visit date, then use the last visit date as

the end date.

(4) Missing/Partial Adverse Event:

® Missing/Partial Adverse Event Onset Date
1) When month and year are present and the day is missing,
» If the onset month and year are the same as the month and year of first study treatment,

the day of first study treatment or the day-component of the AE end date (possibly
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imputed) is imputed, whichever is earlier

» If the onset month and year are not the same as the month and year of first study
treatment, then the first day of the month is imputed

2) When only a year is present or no components of the onset date are present,

» If the onset year is the same as the year of first study treatment. If AE end date is
available and is prior to first study treatment, the day and month of AE end date are
imputed. Otherwise, the day and month of first study treatment are imputed

» If'the onset year is different from the year of first study treatment, the 1st of January is
imputed

3) Ifthe onset date is completely missing, the date of first study treatment is imputed as the

onset date.

® Missing/Partial Adverse Event End Date
If the end date of an adverse event is missing completely or partially, the following
imputation rules will be used.

» If month and year are present and the day of the month is missing, the last day of the
month is imputed.

If only a year is present, the 31st of December is used.
If the imputed date is later than the date of death (if available), the date of death will be
used as the imputed date instead.
(4) If the relevance of an AE with the study drug is missing or not evaluable, the AE will be
counted in “relevant”.

6.3 The definition of Baseline

Unless otherwise specified, baseline values is defined as values at visit “V1”. The change from

baseline is defined as the values-baseline value.

6.4 Disposition
6.4.1  Disposition Information

An overview of subject disposition by treatment group will be provided. The overview includes
a summary of total number of subjects who are randomized to each treatment group, the number and

percentage of subjects who are randomized but not treated and number and percentage of subjects
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who are treated. The number and percentage of subjects who discontinued study treatment including
reason for discontinuation as indicated by the investigators will be summarized. The similar
summaries will be presented for all randomized subjects who discontinued from study participation.
A listing of subjects who discontinued study treatment including reasons for discontinuation will
be provided. A similar listing will be provided for subjects who discontinued study participation.
6.5 Protocol Deviations
Major protocol deviations will be summarized for the ITT population by the following types of
deviation for each treatment group:
Entered but did not satisfy inclusion/exclusion criteria
Developed withdrawal criteria but not withdrawn
Received wrong treatment or incorrect dose
Received an excluded concomitant treatment
Efficacy assessment deviation
Other — protocol non-compliance
A list of subjects with major protocol deviations including subject ID, type of deviation, and
reasons for deviation will be provided.

6.6 SUBJECT INFORMATION
6.6.1 Demographics and Baseline Characteristics

Unless specified otherwise, all demographic and baseline characteristics variables will be
summarized for the ITT population. No statistical comparisons between the 2 treatment groups are

planned.
6.6.2 Disease Characteristics

Parameters relevant to the study disease will be summarized in ITT by treatment group,
including time from the first positive test to the randomization, time from the first onset of symptoms
to the randomization, exposure history, SpO2, onset of fever, onset of respiratory symptom,

medication allergy history, etc.
6.6.3  Medical History

Pre-existing conditions and medical history will be coded by MedDra (version 22.0 or higher)
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and summarized by SOC and PT.

A listing of subjects who had pre-existing conditions and medical history will be provided.
6.6.4  Historical/Concomitant Medications

Historical medications and concomitant medications will be coded based on WHO DD(the
lastest version).

Historical medication is defined as those medication the ending date of which is before
randomization date.

Concomitant medication is defined as those medication the ending date of which is after
randomization date or missing.

Historical/Concomitant Medication collected in the CRF page during the study will be

summarized by therapeutic class, pharmacologic class, and drug name for each treatment group.
6.6.5 Historical/Concomitant Treatment(non-Medications)

Similar analytic approach as for historical/concomitant treatment(medications).
7  Efficacy

Efficacy analysis will be done on both ITT and PPS. Results on ITT is primary.

7.1.1  Primary Efficacy Analysis

The frequency and proportion of virology negativity by day 4. 7. 10, 14, 21 will be reported

for each group. Proportion is defined by cumulative # of patients who had negativity by the given
day/number of ITT in each group. Conversion of virology negativity is defined as two consecutive
testing results showing negativity (at least one day interval between two tests) and no result is positive
before end of study(or early drop-out). If a planned test is done but result is pending, impute result as
“positive”. Unscheduled testing can be used to confirm negativity.

The Kaplan-Meier method will be used to estimate the distribution of time to negativity for each
treatment group. The median time to negativity with 95% CI will be provided. In addition, the number
and percentage of subjects who had an event or were censored will be reported. The Kaplan-Meier
curve will also be plotted by treatment group and will be compared by the stratified log-rank test. The

stratification factor is the same as factor considered in the randomization.
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The primary treatment comparison of the distribution of overall negativity will be based on a
stratified log-rank test. The p-value from a stratified log-rank test will be reported. Hazard ratio and
its 95% confidence interval will be estimated based on a stratified Cox’s regression model with
treatment as the sole explanatory variable. Stratification factors used in the analyses include severity
of disease.

In addition, 4, 7, 10, 14, 21 and 28 day of negativity rate with 95% CI will be estimated by
Kaplan-Meier method and reported for each treatment group. Determination of dates of event and
dates for censoring is summarized in Table 1.

Sensitivity analysis: In order to evaluate the impact of missing testing results, if a planned
testing is done but result is pending, impute result as “negativity”.

In the listing, list each testing results, date, testing location, results, etc.

Subgroup Analysis: In the severe disease subgroup, the rate of clinical improvement by 28-day
will be summarized and compared by chis-square test (or Exact test, if frequency is low). As
supporting analysis, KM method may be applied to estimate the rate of clinical improvement by day

28.

Table 7-1 Rule for dates of event and dates for censoring

# | Situation Date of negativity or | Outcome

censoring

1 | Two consecutive negative | The first date test result is | Event
results and no subsequent | negative
positive results before the

end of study

2 | Two consecutive negative | The date result is positive Censored
results followed by

subsequent positive results

3 | One negative result only | The last date test is done Censored

before the end of study

4 | No tests after baseline Randomization date Censored
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7.1.2  Secondary Efficacy Analysis

Report the rates and relative risk and their 95% confidence interval by the day of 4,7,10,14,21
for secondary endpoints (Negative conversion rate of virus nucleic acid, Improvement rate of clinical
symptoms, Improvement rate of laboratory parameters, Improvement rate of chest radiology, All-
cause mortality, Clinical status change, progression, etc). Descriptive statistics (mean, standard
deviation, median, range) will be used to summarize duration (days) of mechanical ventilation,
extracorporeal membrane oxygenation, supplemental oxygenation and hospital stay. If applicable,
KM method will be used to analyze time-to-events type endpoints. Median and 95% CI may be

reported. KM curves will be compared by log-rank test.

Subgroup Analysis:

® [n the severe disease subgroup, report the clinical state change at each time point.

Summarize duration (days) of mechanical ventilation, extracorporeal membrane

oxygenation, supplemental oxygenation and hospital stay.

® In the mild/moderate subgroup, report progression rate at each time point.

8 Safety
Safety analysis will be conducted among SS set.
8.1.1 Drug Exposure

Compliance is defined as the actual dose/planned dose*100%.
Summarize compliance the treatment duration. The treatment duration for study drug is defined
by the last day of drug use-the first day of drug use and the treatment duration for control group is

defined by the last day in study-randomization date.
8.1.2  Adverse Event

The general rule when AE is analyzed:

» Adverse events will be coded using the latest version of Medical Dictionary for Regulatory
Activities (MedDRA) coding dictionary and will be recorded in standard medical
terminology and graded according to the National Cancer Institute Common Terminology

Criteria for Adverse Events (NCI-CTCAE)

17



AE will be summarized by actual treatment received.

If a patient had the same AE for multiple times, in the table summarizing prevalence at
patient-level, the highest grade of AE will be summarized. In the table summarizing
prevalence at incidence-level, The same AE on the same patient on the same date, the
highest grade will be summarized.

Summary of AE events does not come alone with percentage.

When summarizing a subgroup of AE which prevalence is greater than a given percentage,
search the AE within SOC/PT.

The incidence and prevalence of AEs will be summarized overall, by treatment group, by
MedDRA system organ class (SOC) and preferred term, by toxicity grade, and by relationship to
study treatment administration. Specifically, the following AE summaries will be presented by
treatment group:

—  Overview of AEs

- TEAEs

— TEAE sCTCAE Grade >=3

— TEAEs Leading to discontinuation of study drug

— TEAE:s leading to death

— TEAE:s related to study drug

— TEAEs related to study drug and CTCAE grade>=3

-  SAEs

— TEAE:s related to study drug

- ADRs

TEAE:s are defined as any AE that occurs after randomization through 30 days after the last study
treatment; or the day prior to start of subsequent therapy, whichever is earlier; or any AE that is
considered drug-related (very likely, probably, or possibly related) regardless of the start date of the
event; or any AE that is present at baseline but worsens in toxicity grade or is subsequently considered
drug-related by the investigator.

ADRs are defined as any TEAE that is considered drug-related (very likely, probably, or possibly
related, or non-evaluable).

List all AEs, including SOC/PT, start/end date, CTCAE grade, relationship to drug, SAE, ADR,

18



outcome
8.1.3  Clinical Laboratory Tests

Descriptive statistics (mean, standard deviation, median, range) will be used to summarize
observed laboratory values (Hematology panel, Blood chemistry panel, coagulation test, urinalysis)
and change from baseline in observed value at each scheduled visit for each treatment group. Shift
table for baseline value (normal vs abnormal but not clinical meaningful vs. abnormal and clinical

meaningful) and post-baseline value will be provided.
8.1.4  Electrocardiogram (ECG)

ECG will be summarized by visit and by treatment group. Shift table for baseline value (normal
vs abnormal but not clinical meaningful vs. abnormal and clinical meaningful) and post-baseline

value may be provided.
8.1.5 \Vital Signs

Vital signs (systolic and diastolic blood pressure, heart rate, and temperature) values and change
from baseline will be summarized by visit and by treatment group. Shift table for baseline value
(normal vs abnormal but not clinical meaningful vs. abnormal and clinical meaningful) and post-

baseline value may be provided.
8.1.6  Physical Examination Findings

Physical examination findings will be summarized by visit and by treatment group. Shift table
for baseline value (normal vs abnormal but not clinical meaningful vs. abnormal and clinical
meaningful) and the worst post-baseline value may be provided.

9 Interim Analysis

An Independent Data Monitoring Committee (IDMC) will be established to review data at 1
interim analyses prior to the primary endpoint analysis.

The following cumulative a-spending function (O’Brien-Fleming type by Lan-DeMets algorimth)

(Lan-Demets, 1983) will be applied to control family-wise type-I error (0.05)

alt) =21- c1><q)_1 (1 _%)/\/t_)
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where, t, is the cumulative information at the time of kth analysis, @ is standard normal

distribution, ®~! quantile function. The cumulative alpha spending function «(t;) is a function of

cumulative information, therefore, the significance level (p-value boundary) is a function of
cumulative information, i.e., the observed number of events.

The first interim analysis will occur after 40% of subjects (around 150 subjects) have been
treated for at least 7 days or have discontinued. The goal is to evaluate efficacy and need of sample
size re-estimation. P-value boundary for efficacy significance is 0.00079(two-sided).

Final analysis will be conducted after 248 events are observed. P-value boundary is
0.04974(two-sided).

The actual alpha spent and p-value boundaries at each analysis will be calculated based on the
exact number of events.

10 TFL shells

TFL shells will be provided in a separate file.

11 References

1. K. K. GORDON LAN, DAVID L. DEMETS, Discrete sequential boundaries for clinical

trials, Biometrika, Volume 70, Issue 3, December 1983, Pages 659—663
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Protocol Number: KY2020-29

Hydroxychloroquine sulfate in Adult Patients With
2019-nCoV Respiratory Infection: A Multicenter,
Randomized, Open-Label, Controlled Study

Case Report Form

Center Number : .

Subject Number : 1 T

Abbreviation of Subject’s Name: I

Name of Center (regular script) :

Name of Doctor (regular script) :

The Version and Date Version 3.0 /February 25,2020

Applicable Clinical Type Mild & Common type

CONFIDENTIAL

The information contained here relates to trade secrets and business information. These
business information terms confidential content or proprietary information, except as required
by regulations, shall not be disclosed by any person. Any individual who has access to the
document shall be aware of its proprietary or confidential nature and shall not disclose the
document without authorization. The restrictions on the confidentiality of the above
documents will apply to any information provided to you in the future that is marked as
proprietary or confidential.




Protocol Number: KY2020-29

Guide to Fill out the Form

1. The case report form shall be recorded by an authorized person, and each page in the CRF shall
be carefully checked and signed.

2. The trial physicians should be familiar with the trial protocol and master the GCP principles.

3. Please write clearly and legibly with a sign pen in blue or black ink, preferably in capital letters for
English, for example: CASE REPORT FORM

4. When filling in Numbers in open squares, fill in one number in each box; If the number of digits
is less than the corresponding number of squares, please fill with zero. Spaces are not allowed. For

example: 56Kg, fill in the blanks as follows:] 0,5 6. |00 [Kg.

5. The date is in the international ISO8601 date format: yyyymmdd. For example, December 21,
2007 was written as| 210,07 [YEAR| 1,2 |[Month| 2 11 |DAY,

“__» [[PRH

6. For the items with “0”in the form, please type “x”in the corresponding box, , or fill in the relevant
Numbers. If not done or the data is not available, please fill in ND(Not Done) or NK(not known) in the
corresponding space; NA is not applicable.

7.  Each item must be filled in accurately, do not arbitrarily alter, do not use correction fluid or other
ways to cover the original data. If you find any errors, please cross out the wrong record with a single
line so that the original record is still legible, then fill in the correct record at the top right, indicating
the name, abbreviation and date of modification. For example: 58.6 sszzerea,

—8—The four of the Chinese phoneticize abbreviation of the patient's name should be filled in. Fill in
the first two letters of each word for the two-character name; fill in the first letter of three words and
the second letter of the third word or the three-character name; and fill in the first letter of each word
for the four-character name. The Chinese phoneticize abbreviation of each patient's name should be
unified in their CRF. For example: Zhang Hong|Z |H |H | 0|, Li Shuming|L|S|M|I]|, Ou Yang
Xiaohui| O | Y | X | H|.

9. Do not change the format of the case report form. If you find that there is no place in the form to

fill in the information the recorder wishes to record, please contact the responsible CRA.

10. Upon completion of the case report form, the principal investigator shall examine each page of
the case report form and sign at the investigator's statement.



Protocol Number: KY2020-29

Screening/Treatment

Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)
Date of Current Visit: | | | | |Year| | |MONTH|_ | _|DAY
Sign the Informed Consent
Whether to sign informed consent oo NO o1 YES
Date of signing the Informed Consent L1 [YEARL_|__[MONTH|__
__|DAY
Version number of Informed Consent
The version number of the protocol shall apply when Ll
the informed consent is signed —
Confirm Inclusion/Exclusion Criteria
Do subjects meet all inclusion criteria and not all
J 01 YES 70 NO

exclusion criteria?

o1 Does not meet the selection criteria, the selection
criteria number (multiple choices)

0102 03040506 o7

oOther, Please describe:

o2 Meet the exclusion criteria,exclusion criteria number
(multiple choices)

0102 03040506 o7 o8 09

o Other, Please describe:

Demographic Data

Gender oimale oofemale

Date of | |__| | | _|YEAR|__|__|[MONTH|__|__|DAY If not available, please state
Birth age: |__|__|yearsold

Nationality | oiHan 020ther, Please describe:

History of 2019-nCoV Respiratory Infection

Date of first onset ||| |_IYEAR|_|_|MONTHI|__|__|DAY
History of exposure to related
causes within 14 days prior to | to0NO  041YES o2 Unknown

onset

Contact t Itiple choi
ontact type (multiple choice) o3 Unknown

o4 Other, please describe

oy Contact with Hubei region
o2 Contact with person infected with 2019-nCoV

Version: 3.0 (Date: 2020-02-25)
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Protocol Number: KY2020-29 Screening/Treatment

Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)
Previous  anti-2019-nCoV 5oNO 5.YES
treatment or not
Date of first positive nucleic
i P ||| _|YEAR|__|__|[MONTH|__|__|DAY
acid test
Clinical type at enroliment a1Mild o, Common  ossevere  ogcritical

Note: If the subject ever had a treatment for 2019-nCoV pneumonia, please fill in the form "past/combined
drug therapy" and "past/combined non-drug therapy".

History of Drug Allergy

Does the subject have a history of drug allergy?
ooNO o1YES, Please describe :

Past/Concomitant Disease History

Does the subject have any past/concomitant disease other than 2019-nCoV pneumonia?
ooNO 01 YES, Please fill in the form below.

Numbe Disease Receive
) Disease Confirmed Date persists End Date treatment
or not? or not?
YEAR YEAR
| 50NO | 2oNO
1 | [MONTH| 01 YES . |MONTH| o1 YES
_1__|DAY L |DAY
| IYEAR | _|IYEAR
o NO 0o NO
? [ _IMONTH| 0 YES | —— 'MONTHl 01 YES
_|DAY ____|DAY
|1 1 IYEAR | _|IYEAR
o NO 0o NO
3 | IMONTH]| 01 YES | IMONTH]| 01 YES
_|DAY ____|DAY
| | IYEAR | 1 IYEAR
Oo NO Oo NO
4 | IMONTH]| 01 YES | IMONTH]| 01 YES
___|DAY __|__|DAY
| | IYEAR | _IYEAR
Oo NO Oo NO
5 | IMONTH]| 01 YES | IMONTH]| o1 YES
_|DAY __|DAY
| [YEAR | _IYEAR
Oo NO Oo NO
6 | IMONTH]| 01 YES | IMONTH]| o1 YES
_|DAY ____|DAY
| | IYEAR | 1 IYEAR
NO NO
7 | IMONTH] DOYE s | |_IMONTH| 7o VES
| IDAY o | IDAY 01

Version: 3.0 (Date: 2020-02-25)
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Protocol Number: KY2020-29

Screening/Treatment

Center Number |__|__ Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)
|1 |YEAR 50NO |1 IYEAR 50NO
8 | IMONTH] VES | IMONTH]| VES
O O
__|DAY 1 _|_|DAY “
|1 |YEAR 50NO |1 IYEAR 50NO
9 | IMONTH] VES | IMONTH]| VES
O O
___|DAY 1 e |DAY “
YEAR YEAR
| 50NO I 50NO
10 | IMONTH] VES | |MONTH| VES
O O
__IDAY 1 _ __|DAY “
Vital Signs oo Unexamined, reason:
Date |_|_|_|_|YEAR|_|_| MONTH |_|_| DAY
) . Measureme | o1 Axilla oz Oral oz Anus
Daily maximum
|| |]_]°C nt method os Ear os Unknown oe Other, please
temperature - _
describe
Respiratory |__|__|times/min Pulse |__|_|__|times/min

Blood pressure

Y )

| mmHg (Systolic/diastolic blood pressure)

physical examination

oo Unexamined, reason:

Date

[YEAR|_

IMONTH|__

__|DAY

Inspection Part

Result

1= Normal

2= Abnormal, no clinical
significance

3= Abnormal, with clinical
significance
0=Unexamined

If abnormal,

please describe

General
01 | o2 03 0o
appearance
Head o1 | O2 mEk} 0o
Eyes o1 | O2 03 0o
Nose 01 | 02 03 0o
Larynx 01 | O2 03 0o

Version: 3.0 (Date: 2020-02-25)
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Protocol Number: KY2020-29 Screening/Treatment
Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)
Neck and thyroid | 01 | o2 mE 0o
Skin 01 | 02 mk} 0o
Cardiovascular
o1 | O2 03 0o
system
Chestandlungs | o1 | o2 mE 0o
Abdomen o1 | 02 o3 0o
Nervous system o1 | O2 03 0o
Musculoskeletal
o1 | O2 03 0o
system
Lymphatic system | o1 | o2 mk} 0o

Respiratory symptoms ooUnexamined, reason:

Date:l ] |YEAR| |

IMONTH|__, _|DAY

Whether the subject has respiratory symptoms or not: oo NO

01 YES, Please describe:

Blood Count oo Unexamined, reason
Date: |___ | |YEAR|____|[MONTH|____|DAY Normal range Number. |__| | ||
Result Result Interpretation
ftem measured Unit Norm "55 clinﬁzgror;niZLificant lr::::cai
values e significance| clinically
Red Blood Cell (RBC) 04110™2/L Oz20ther: | Oy 02 O Oo
White blood cell 01 10%L O2 Other: | O mP) O3 Do
Hemoglobin (Hb) O1g/L O Other: | D4 02 Os Do
Platelet (PLT) 01 109/L O, Other: | O 02 O3 Oo
Neutrophil (ANC) 01 10%L O2Other: | Ot 02 Os o
Lymphocyte (LY) 01 10%L O2Other: | DO 02 O3 o
Monocyte (MO) 01 1091 O Other: O 02 Os Do
Eosinophil (EO) 01 109/L O2Other: | Oh 02 Os Oo
Basophil (BA) 01 10%/L O20ther: | O 02 Os Oo

Blood Biochemistry oo Unexamined, reason

Version: 3.0 (Date: 2020-02-25)
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Protocol Number: KY2020-29 Screening/Treatment
Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)
Date: |___ | |__|YEAR|___ |[MONTH|____|DAY Normal range Number: |__ | | ||
Result Result Interpretation
It Abnormal Unexa
em e !
measure Unit NO™ | No clinical |Sianifica| mined
significance clinically
Glutamic-pyruvic transaminase UL ofh
O O er: O O O |
(ALT) 1 2 1 2 3 0
Glutamic-oxalacetic
transaminease (AST) 01 UL Oz Other: ____ | O 02 D Ho
Total bilirubin (TBlL) 01 ymol/L 2 Other: 4 P O3 Oo
Albumin (ALB) 01 g/l Oz Other: O 02 Os Do
Y- glutamyl
transpeptidas (GGT) 01 UL Oz Other: mp O2 O3 Oo
Lactic dehydrogenase
01 UL Oz Other: mp O2 O3 Oo
(LDH)
Creatine kinase (CK) 01 U/L 02 Other: O 02 Os Do
Creatine kinase isoenzyme _— 0, Oth 5 0 5 5
er:
(CK-MB) 1 2 1 2 3 0
Blood urea nitrogen /L D20t
er:
(BUN) 01 mmo 2 04 O2 Os Oo
Urea (Urea) Oimmol/L Oz Other: O1 Oz Os Co
Serum creatinine (CR) Orpmol/L Dz Other: O1 O2 Os o
Urine Test oo Unexamined, reason
Date: | _|_ | | _IYEAR|__|__|[MONTH|____|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexa
Item Abnormal :
'gizslﬂ;e Unit N‘:im No clinical [Significant | mined
significance [clinically
Urine Protein O1Not Applicable Dz Other : O O2 Os Oo
Urine Glucose 01 mmoliL D2 Other - | O2 Os o
Urine PH value 1 Not Applicable Oz Other : O 02 Os Oo
Urine Erythrocyte 01 Not Applicable D2 Other : mp Oz Os o
Urine Leukocyte 01 NotApplicable =2 Oer = | o, Oz Os Do
Urine Ketone 01 NotApplicable =2 Oer = | . 02 Os Do

Version: 3.0 (Date: 2020-02-25)
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Protocol Number: KY2020-29

Screening/Treatment

Center Number |__|__|

| Visit 1 (D-3~1)

Coagulation Function

oo Unexamined, reason

Date: | ___ 1 IYEAR|____|[MONTH|____|DAY Normal range Number: |__ | | ||
Result Result Inf;pretatirn e
Item horma mined
measured Unit NOIM "No clinical [Significant |  ynit
significance [clinically
ProthrombinTime (PT) 1S Oz Other - | 02 Os Do
Activated Partial
Thromboplastin Time 1S Dz Other - | 02 Os Do
(APTT) —_—
Thrombin Time (TT) S Dz Other | 02 Os Do
Fibrinogen (Fbg) 01 g/l Dz Other: |, 0o Os 0o
International Normalized _ O, Other
Ratio (|NR) 041 Not Applicable 01 02 O3 Oo
C-Reaction Protein (CRP) oo Unexamined, reason
Date: |___ | |__|YEAR|__ |[MONTH|____|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
C-R tive Profi Miz;;?:;ed Unit Nc:im No cIinic:;bnorm;Iignificant
-Reactive Frotine significance clinically
(CRP) 01 mg/L O2 Other: mp O2 O3
Erythrocyte Sedimentation Rate (ESR) oo Unexamined, reason
Date: |__ | |__|YEAR|___ |[MONTH|____|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Measured Norm Abnormal
Erythrocyte Sedimentation| = value Unit o No clinical Significant
significance clinically
R ESR
ate (ESR) O1mm/h 02 Other: | 02 Os
TNF-a oo Unexamined, reason
Date: |__ | | |YEAR|____|[MONTH|___ |DAY Normal range Number: |_ | | | |
Item Result Result Interpretation
U
M‘if:iﬂ;ed Unit Nc;:m No clinical Significant
TNF-a significance clinically
04 pg/mL 0Oz Other: 04 02 Os

Version: 3.0 (Date: 2020-02-25)

Page 6 of 57




Protocol Number: KY2020-29 Screening/Treatment

Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)
IL-6 ooUnexamined, reason
Date: | __ 1 |YEAR|____|[MONTH|____|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
M d N Abnormal
Ny Unit o No clinical Significant
IL-6 significance clinically
01 pg/mL O20ther: mp 02 Os

Urine or serum HCG (Only applicable to women of childbearing age)

ooUnexamined, reason
o1Not Applicable (Man or woman who isn’t able to reproduce)

Date: | | | | |YEAR| | |MONTH|_|_|DAY

Sample: OiBlood 12Urine

Result: OiNegative 0O, Positive

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: | | . |YEAR| | |[MONTH| , |DAY

Result: o1Normal oz Abnormal, No clinical significance osAbnormal, Significant clinically

If*Abnormal”, please describe:

Chest CT ooUnexamined, reason

Date: |_|_ || |YEAR|__|__[MONTH|__, |DAY

Result:

Nucleic Acid Test of 2019-nCov oo Unexamined, reason

Sampling Part (mutiple choice): oiUpper respiratory tract o.Lower respiratory tract

Date: |__|_ || |YEAR|__|__|[MONTH|____ |DAY
Upper respiratory tract Result: 01 Negative o, Positive oz Unidentified o4 Other,

please describe

Date: |__|_ || |YEAR|__|__|[MONTH|____ |DAY
Lower respiratory tract Result: 01 Negative 0. Positive o3 Unidentified o4 Other,

please describe

Version: 3.0 (Date: 2020-02-25) Page 7 of 57



Protocol Number: KY2020-29 Screening/Treatment
Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)

01 Negative o, Positive o3z Unidentified o4 Other, please

Result
describe

Pulse oxygen saturation (without oxygen inhalation ) oo,Unexamined, reason

Date: |__|_ | |YEAR|____[MONTH|__,_|DAY
Measured Value: % (Rest state)
Screening Result oo Not Evaluation

Is the subject screened successfully?
oo NO, the main cause of failure screening:

01 YES, please randomize

Randomize Date: |__|__| | _|YEAR|__|__|MONTH|__|__|DAY
Randomize Number:
Randomized Group 04 Experimental group o2 Control group

If any adverse events have occurred since the signing of the informed consent, please fill in
the form of "adverse events"; If there is medication combination, please fill in the form
"previous/combined medication"; If there is combined non-drug therapy, please fill in the
"previous/combined non-drug therapy" form; If there is an out-of-plan inspection, please fill in
the "out-of-plan inspection" form; If there is IMV/NIV, ECMO, HFNC, oxygen therapy, please
fill in the "IMV/NIV, ECMO, HFNC, oxygen therapy" form.

Version: 3.0 (Date: 2020-02-25) Page 8 of 57




Protocol number: KY2020-29

Treatment

Center Number |__|__|

Visit 2 (D4+1d)

Date of Current Visit: || | | |YEAR|___|[MONTH|___ |DAY
Vital Signs ooUnexamined, reason
Date ||| _IYEAR|__|__|MONTH|__|__|DAY

_ _ o1 Axilla 020ral osAnus

Daily maximum Measureme
|| |]__]°C o4 Ear  o0s Unknown o Other, please
temperature - nt method )
describe

Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min

Blood pressure | |__|__|_|/|__|__|__| mmHg (Systolic/diastolic blood pressure)

Respiratory symptoms

ooUnexamined, reason

Date: | | | |

IYEAR|__|__[MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: oo NO

o1 NO, please describe:

Result: o1Normal o2 AbnormalNo clinical significance o3 AbnormalSignificant clinically
Blood Count ooUnexamined, reason
Date: |__|_ | _|__|YEAR[__|__|[MONTH|__|__|DAY Normal range Number: |__|_ | |_ |
Result Result Interpretation
It Abnormal Unexa
em Measured . No clinical |[q; . e ;
Unit Normal | -~ = Significant| mined
Value 5|gn|2canc clinically
Red Blood Cell (RBC) 0110'2/L O20ther: ] O2 O3 Oo
White Blood Cell 0110%L  O20ther: O mP) Os o
Hemoglobin (Hb) O1g/L O20ther: | O 02 Os Do
Platelet (PLT) 0410%L  O20ther: O O Os Do
Neutrophil (ANC) 0110%L  O20ther: 01 02 O3 Do
Lymphocyte (LY) 0110%L  O20ther: _ | O1 02 m Co
Monocyte (MO) 041109L  Co.Other: | O o Os Oo
Eosinophil (EO) 0110%L  O20ther: 04 02 O3 Oo
Basophil (BA) 0110%L  O20ther: 01 02 Os Do
Blood Biochemistry ooUnexamined, reason
Version: 3.0 (Date: 2020-02-25) Page 9 of 57




Protocol number: KY2020-29 Treatment
Center Number |__|__| Subject Screening Number |__|_ | | | | Visit 2 (D4x1d)
Date|__ | | | _IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |__ | | |
Result Result Interpretation
It Abnormal Unexa
em Measured . No clinical |q: ... ;
Unit Normal |~ = Significant| mined
Value 5|gn|2canc clinically
Glutamic-pyruvic Other-
transaminase (ALT) 01 UL O20ther: O O2 O3 Oo
Glutamic-oxalacetic Other-
transaminease (AST) 01 UL 2 er: 4 2 O3 o
Total Bilirubin (TBIL) 01 pmol/L  O20ther: ] 02 O3 Oo
Albumin (ALB) 01 g/l O20ther: 04 Oz O3 Oo
- glutamyl transpeptidas
y-9 (}éGT) pep 01 U/L O20ther: 4 O2 [mE Oo
Lactic dehydrogenase
(LDH) 01 UL O20ther: 4 02 O3 Oo
Creatine kinase (CK) O UL O20ther: O O Os o
Creatine kinase Other:
|Soenzyme (CK'MB) 04 U/L 2 er: 01 O2 O3 Oo
Blood urea nitrogen
(BUN) O1mmol/L O20ther: mp] O2 O3 Oo
Urea (Urea) Ormmol/L  D20ther: O 02 Os Do
Serum creatinine (CR) 01 pmol/L  O20ther: O 02 Os Do
Urine Test ooUnexamined, reason
o1 Not Applicable
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexa
Item Abnormal .
M(:?aslﬂzed Unit Nc;rim No clinical | Significant| mined
significance| clinically
. . O1Not
Urine Protein , O20ther: 04 02 O3 Oo
Applicable
Urine Glucose O+ mmol/L  O20ther: O O2 Os Oo
. 04 Not
Urine PH value _ O20ther: O 02 Os Do
Applicable
. O1Not
Urine Erythrocyte O20ther: O o ] ]
y y Applicable 2 k 2 : °
. O1Not
Urine Leukocyte , O20ther: O mP Os Do
Applicable
. O1Not
Urine Ketone , O20ther: mfl 02 O3 Oo
Applicable

Version: 3.0 (Date: 2020-02-25)
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KY2020-29 Treatment

Visit 2 (D4+1d)

Protocol number:

Center Number |__|__|

Coagulation Function ooUnexamined, reason

Date: |_|_|_|__IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | |
Result Result Interpretation
Abnormal Unexa
Item Measured Unit NOM "No clinical | Significant| mined
significance | clinically
ProthrombinTime (PT) 018 O20ther: O O Os o
Activated Partial
Thromboplastin Time 018 O20ther: O O O3 To
(APTT)
Thrombin Time (TT) 01 S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) O g/l O20ther: 04 02 O3 0o
International Normalized O+Not .
Ratio (|NR) Applicable O20ther: 01 02 O3 [
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: |_|_| | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Measured Norm sbnemmal
C-REACTION PROTEIN Value Lt al | Noclinical |\ i ant clinically
significance
(CRP) O1mg/L O20ther: _ | [ 02 Os

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: | | | | __IYEAR|__|__|IMONTH|__|__|DAY Normal range Number: || | ||
Item Result Result Interpretation
Abnormal
Erythrocyte M?:Iﬂ;ed Unit Nc;:m No clinical Significant
Sedimentation Rate significance clinically
01 mm/h O20ther: a O O
(ESR) 1 1 ’ ’

TNF-a ooUnexamined, reason
Date: |__|_|_ | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
M'ila;ﬂ;ed Unit N(:im No clinical Significant
TNF-a significance clinically
04 pg/mL O20ther: 04 02 Os
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Protocol number: KY2020-29 Treatment

Center Number |__|__| Subject Screening Number |__|_ | | | | Visit 2 (D4x1d)
IL-6 ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation
Measured Norm Abnormal
Unit No clinical |o. .. -
Val |
IL-6 alue a significance Significant clinically
01 pg/mL O20ther: mp Oz Os
Nucleic Acid Test of 2019-nCov 0o Unexamined, reason

o1 Not Applicable

Sampling Part: oiUpper respiratory tract o.L.ower respiratory tract

Date: |__|_ | | _|YEAR|__|__|[MONTH|__|__|DAY Date: |__|_ || |
Result 01 Negative 0o Positive o3  Unidentified o4 Other | please
describe

Pulse oxygen saturation (without oxygen inhalation ) ooUnexamined, reason

Date: |_| | | |YEAR|__|__|[MONTH|__|__|DAY

Measured Value: % (Rest state)

Whether develops into severe/critical type Oo No evaluation
Date: |__|_|_ | |[YEAR|__|__|MONTH|__|__|DAY

Whether develops into severe/critical type: 0o NO o1 YES

Date of developing into severe/critical type: |__|__|__|__|YEAR|__|__|MONTH|__|__|DAY

If any adverse events have occurred since the last visit, please fill in the “Adverse Events
Form”. If there is medication combination, please fill in the “Previous/Combined medication
Form”; If there is combined non-drug therapy, please fill in the “ Comined Non-Drug Therapy
Form?”; If there is an out-of-plan inspection, please fill in the “Out-Of-Plan Inspection Form”.
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Protocol Number: KY2020-29

Treatment

Center Number |__|__|

Visit 3 (D7+1d)

Date of Current Visit: |

||| |YEAR|__|__|MONTH|__|__|DAY

Vital Signs ooUnexamined, reason
Date | ||| _IYEAR| _|_|MONTH|__| _|DAY
Dail ) M ) o1 Axilla D20ral o3 Anus
aily maximum easuremen
y [ Y os Ear os Unknown 0 Other, please
temperature - method _
describe
Respiratory |__|__|times/min Pulse |__|_|__|times/min
Blood pressure | |__|__|__|/|__|__|__| mmHg (Systolic/diastolic blood pressure)

Respiratory symptoms

ooUnexamined, reason

Date: | | |

IYEAR|__|__[MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: oo NO

o1 NO, please describe:

Result: oi1Normal o2 AbnormalNo clinical significance oz AbnormalSignificant clinically
Blood Count ooUnexamined, reason
Date: |_ | | | _|YEAR|__|__|[MONTH|__|__|DAY  Normal range Number: |__|_ | | |
Result Result Interpretation
e Measured : No ciimicall Unexa
Value Unit Normal signigcanc Séﬁ::r:lacﬁ;t mine
Red Blood Cell (RBC) 0110'%L  O20ther: 01 02 O3 Do
White Blood Cell 0110%L  O20ther: O 02 O3 Do
Hemoglobin (Hb) 01 g/L O20ther: 04 02 O3 Oo
Platelet (PLT) 0110%L  O20ther: 01 02 Os Do
Neutrophil (ANC) 0110%L  O20ther: 01 02 O3 Do
Lymphocyte (LY) 0110%L  O20ther: O 02 Os Oo
Monocyte (MO) 0110%L  O20ther: 01 02 Os Do
Eosinophil (EO) 0110%L  O20ther: 01 02 O3 Do
Basophil (BA) 0:109L  Oz0ther: O 02 Os o

Blood Biochemistry

ooUnexamined, reason
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Protocol Number: KY2020-29 Treatment
Center Number |__|__| Subject Screening Number ||| | | | Visit 3 (D7x1d)
Date|__ | | | _IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
It Abnormal Unexa
em Measured . No clinical |q: ... ;
Unit Normal |~ = Significant| mined
Value 5|gn|2canc clinically
Glutamic-pyruvic Other-
transaminase (ALT) 01 UL O20ther: O O2 O3 Oo
Glutamic-oxalacetic Other-
transaminease (AST) 01 UL 2 er: 4 2 O3 o
Total Bilirubin (TBIL) 01 pmol/L  O20ther: ] 02 O3 Oo
Albumin (ALB) 01 g/l O20ther: 04 Oz O3 Oo
- glutamyl transpeptidas
y-9 (}éGT) pep 01 U/L O20ther: 4 O2 [mE Oo
Lactic dehydrogenase
(LDH) 01 UL O20ther: 4 02 O3 Oo
Creatine kinase (CK) O UL O20ther: O O Os o
Creatine kinase Other:
|Soenzyme (CK'MB) 04 U/L 2 er: 01 O2 O3 Oo
Blood urea nitrogen
(BUN) O1mmol/L O20ther: mp] O2 O3 Oo
Urea (Urea) Ormmol/L  D20ther: O 02 Os Do
Serum creatinine (CR) 01 pmol/L  O20ther: O 02 Os Do
Urine Test ooUnexamined, reason
o1 Not Applicable
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexa
Item Abnormal .
M(:?aslﬂzed Unit Nc;rim No clinical | Significant| mined
significance| clinically
. . O1Not
Urine Protein , O20ther: 04 02 O3 Oo
Applicable
Urine Glucose O+ mmol/L  O20ther: O O2 Os Oo
. 04 Not
Urine PH value _ O20ther: O 02 Os Do
Applicable
. O1Not
Urine Erythrocyte O20ther: O o ] ]
y y Applicable 2 k 2 : °
. O1Not
Urine Leukocyte , O20ther: O mP Os Do
Applicable
. O1Not
Urine Ketone , O20ther: mfl 02 O3 Oo
Applicable
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Protocol Number: KY2020-29

Treatment

Center Number |__|__|

Visit 3 (D7+1d)

Coagulation Function

ooUnexamined, reason

Date: |_|_|_|__IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | |
Result Result Interpretation
Abnormal Unexa
Item Measured Unit NOM "No clinical | Significant| mined
significance | clinically
ProthrombinTime (PT) 018 O20ther: O O Os o
Activated Partial
Thromboplastin Time 018 O20ther: O O O3 To
(APTT)
Thrombin Time (TT) 01 S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) O g/l O20ther: 04 02 O3 0o
International Normalized O+Not .
Ratio (|NR) Applicable O20ther: mp O2 O3 [
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: |_|_| | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN ?aslﬂzze Unit c;:m No clinical Significant
significance clinically
(CRP) O1mg/L O20ther: | O Oz Os

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_ | _| | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Erythrocyte Measured Unit NOI™ ™ No clinical | Significant
Sedimentation Rate significance clinically
(ESR) 01 mm/h O20ther: 04 Oz O3
TNF-a ooUnexamined, reason
Date: |__ | _|_| |YEAR|__|__IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Measured Unit NOrM ™ No clinical | Significant
TNF-a significance clinically
01 pg/mL O20ther: L L2 L3
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Protocol Number: KY2020-29 Treatment

Center Number |__|__| Subject Screening Number || | | | | Visit 3 (D7+1d)
IL-6 ooUnexamined, reason
Date: |_| | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Measured Unit NOIM ™ No clinical | Significant
IL-6 significance clinically
01 pg/mL O20ther: mp 02 Os
Nucleic Acid Test of 2019-nCov oo Unexamined, reason

o1 Not Applicable

Sampling Part: oiUpper respiratory tract o.L.ower respiratory tract

Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY Date: |__ | |:{__| |
Result 01 Negative 0o Positive o3  Unidentified o4 Other | please
describe

Pulse oxygen saturation (without oxygen inhalation ) ooUnexamined, reason

Date: |__|_|_|_|YEAR|_ | _|MONTH|__|__|DAY
Measured Value: % (Rest state)

Whether develops into severe/critical type Oo No evaluation
Date| | | | [YEAR| | |MONTH| | |DAY

Whether develops into severe/critical type: oo NO o1 YES

Date of developing into severe/critical type: |__|_|__| |YEAR|__|__I[MONTH|__|__|DAY
Date of developing into severe/critical type: | _|_ | | _|YEAR|__|__[MONTH|__|__|DAY

If any adverse events have occurred since the last visit, please fill in the “Adverse Events
Form”. If there is medication combination, please fill in the “Previous/Combined medication
Form”; If there is combined non-drug therapy, please fill in the “ Comined Non-Drug Therapy
Form?”; If there is an out-of-plan inspection, please fill in the “Out-Of-Plan Inspection Form”.
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Protocol Number: KY2020-29 Treatment

Center Number: |__|_| Subject Screening Number |__| | | | | Visit 4 (D10+1d)
Date of Current Visit: | | | | |YEAR|_ | |MONTH|__|_ _|DAY
Vital Signs ooUnexamined, reason
Date ||| _IYEAR|__|__|MONTH|__|__|DAY
Dail ) M o1 Axilla o20ral o3 Anus
aily maximum easureme
Y || |]_J°cC o4 Ear  os Unknown o Other, please
temperature - nt method )
describe
Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min
Blood pressure | |__|__|__|__|__|__| mmHg (Systolic/diastolic blood pressure)
Respiratory symptoms ooUnexamined, reason
Date: |__|__|__|_|YEAR|__|__[MONTH|__|__|DAY
Whether the subject has respiratory symptoms or not: oo NO 01NO, please describe:
Result: oi1Normal o2 AbnormalNo clinical significance oz AbnormalSignificant clinically
Blood Count ooUnexamined, reason
Date: |__|_ | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
ltem Abnormal Unexa
Measured : No clinical |q. .. i
Unit Normal |~ = Significant| mined
Value significanc|* 2 .
. clinically
Red Blood Cell (RBC) 0110'%L  O20ther: O1 02 O3 Oo
White Blood Cell O110%L  O20ther: O 02 Os Do
Hemoglobin (Hb) 01 g/L O20ther: 04 02 O3 Oo
Platelet (PLT) 0110%L  O20ther: 04 02 Os Do
Neutrophil (ANC) 0110%L  O20ther: mp 02 O3 Oo
Lymphocyte (LY) 0110%L  O20ther: mg 02 Os Oo
Monocyte (MO) 0110%L  O20ther: 04 02 O3 Do
Eosinophil (EO) 0110%L  O20ther: mp 02 O3 Oo
Basophil (BA) 01109  CeOther: | O Os Os 0o
Blood Biochemistry ooUnexamined, reason
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Protocol Number: KY2020-29 Treatment
Center Number: |__|_| Subject Screening Number |__| | | | | Visit 4 (D10+1d)
Date|_ | |_ | _|YEAR|_|__|[MONTH|__|__|DAY Normal range Number:
0
Result Result Interpretation
It Abnormal Unexa
em Measured . No clinical |q; . .. i
Unit Normal |2 ¢! Significant| mined
Value S|gn|2canc clinically
Glutamic-pyruvic Other-
transamlnase (ALT) 04 U/L 2 er: 4 2 O3 Co
Glutamic-oxalacetic Other:
transaminease (AST) 01 UL O20ther: 4 O2 O3 Oo
Total Bilirubin (TBIL) O1umol/L  O20ther: O ) Os Do
Albumin (ALB) 01 gL O20ther: O 02 Os Do
- glutamyl transpeptidas
Y-9 (}éGT) pep 01 UL O20ther: 04 O2 O3 Oo
Lactic dehydrogenase
(LDH) 04 U/L O20ther: 4 O2 O3 Oo
Creatine kinase (CK) 0O U/L O20ther: O 02 Os Do
Creatine kinase Other-
isoenzyme (CK-MB) 01 U/L O20ther: 4 02 O3 Oo
Blood urea nitrogen
(BUN) O1mmol/L  O20ther: 4 02 [mE Oo
Urea (Urea) O1mmol/L  O20ther: O 02 Os Do
Serum creatinine (CR) 01 umol/L  O20ther: O 02 Os Do
Urine Test ooUnexamined, reason
o1 Not Applicable
Date: | | | | __IYEAR|__|__IMONTH|__|__|DAY Normal range Number: || | ||
Result Result Interpretation
Unexa
Item Abnormal :
Measure Unit NOM "No clinical | Significant| mined
significance| clinically
Urine Protein 01Not Applicable O20ther: 04 02 m Oo
Urine Glucose O+ mmol/L O20ther: O O2 Os o
. 04 Not
Urine PH value , O20ther: 04 02 O3 Oo
Applicable
Urine Erythrocyte 01Not Applicable O20ther: O O Os o
Urine Leukocyte 01Not Applicable O20ther: 04 02 Os Oo
Urine Ketone O1Not Applicable 020ther: O 02 Os Do

Coagulation Function

ooUnexamined, reason
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Protocol Number: KY2020-29 Treatment

Center Number: |__|_| Subject Screening Number || | | | | Visit 4 (D10+1d)
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
ltem Abnormal Unexa
Measured Unit NOIM "No clinical | Significant| mined
significance| clinically
ProthrombinTime (PT) 018 O20ther: mp 02 Os Do
Activated Partial
Thromboplastin Time 01S O20ther: O O2 O3 To
(APTT)
Thrombin Time (TT) 01 S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) 01 g/l O20ther: O1 Oz Os Do
International Normalized O1Not S,0th a o 5 5
i er:
Ratio (INR) Applicable 2 k 2 : °
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: |__|_|_| |YEAR|__|__|[IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN (:/aasm;e Unit c;:m No clinical Significant
significance clinically
(CRP) O1mg/L O20ther: | O 02 Os
Erythrocyte Sedimentation Rate (ESR) ooUnexamined, reason
Date: | | | | __IYEAR|__|__|IMONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Erythrocyte Measured Unit Norm ™o clinical Significant
Sedimentation Rate significance clinically
| /h O20ther: | O O
(ESR) 17 mm 2 1 2 3
TNF-a ooUnexamined, reason
Date: |__|__|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation
Abnormal
Measured Unit NOrmM ™ No clinical Significant
TNF-a significance clinically
01 pg/mL O20ther: 1 02 Os
IL-6 ooUnexamined, reason
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Protocol Number: KY2020-29 Treatment

Center Number: |__|_| Subject Screening Number || | | | | Visit 4 (D10+1d)
Date: |_|_|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__|_ | | |

Item Result Result Interpretation

Abnormal
M(:Iaaslﬂged Unit Nc:;m No clinical Significant
IL-6 significance clinically
04 pg/mL O20ther: 04 02 Os

Nucleic Acid Test of 2019-nCov 0o Unexamined, reason

Sampling Part (mutiple choice): oiUpper respiratory tract o.Lower respiratory tract

Date: |_| |_|_|YEAR|_|_||V|ONTH|_|_|DAY
Upper respiratory tract Result: 01 Negative o, Positive oz Unidentified o4 Other,

please describe

Date: |_|_|_|_|YEAR|_|_||V|ONTH|_|_|DAY
Lower respiratory tract Result: 01 Negative 02 Positive o3 Unidentified o4 Other,

please describe

01 Negative 0, Positive oz Unidentified o4 Other, please

Result
describe

Pulse oxygen saturation (without oxygen inhalation ) ooUnexamined, reason

Date: |__|_|_| |YEAR|__|__|[MONTH|__|__|DAY

Measured Value: % (Rest state)

Whether develops into severe/critical type Oo No Evaluation
Date] | | | |YEAR| | |MONTH| | |DAY

Whether develops into severe/critical type: oo NO o1 YES

Date of developing into severe/critical type: |_| || [YEAR|__|__|[MONTH|__| _|DAY

If any adverse events have occurred since the last visit, please fill in the “Adverse Events
Form”. If there is medication combination, please fill in the “Previous/Combined medication
Form”; If there is combined non-drug therapy, please fill in the “ Comined Non-Drug Therapy
Form?”; If there is an out-of-plan inspection, please fill in the “Out-Of-Plan Inspection Form”.
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Protocol Number: KY2020-29

Treatment

Center Number |__| |

| Subject Screening Number |__ | | || |

Visit 5 (D14+1d)

Date of Current Visit: |

||| |YEAR|__|__|MONTH|__|__|DAY

Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|__|MONTH|__|__|DAY
Dail i M o1 Axilla o20ral o3 Anus
aily maximum easureme
y [ Y os Ear os Unknown o Other, please
temperature - nt method )
describe
Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min
Blood pressure | |__|__|__[|__|__|__| mmHg (Systolic/diastolic blood pressure)
physical examination oo Unexamined, reason:
Date | |YEAR|___|[MONTH|____|DAY
Result
1= Normal
2= Abnormal, no clinical .
Inspection Part significance If abnormal, please describe
3= Abnormal, with clinical
significance
0=Unexamined
General appearance 01 2 mk] o
Head 01 02 O3 | 0o
Eyes 01 mp) o3 | 0o
Nose 01 02 03 | 0o
Larynx 01 02 O3 | 0o
Neck and thyroid 01 02 O3 | 00
Skin 01 02 03 | 0o
Cardiovascular
01 02 O3 | 0o
system
Chest and lungs 01 02 03 | 0o
Abdomen 01 02 O3 | 0o
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Protocol Number:

KY2020-29

Treatment

Center Number |__ ||

Visit 5 (D14+1d)

Nervous system 01 02 O3 | Oo
Musculoskeletal
01 02 O3 | 0o
system
Lymphatic system 01 ) 03 | 0o

Respiratory symptoms

ooUnexamined, reason

Date: | | | |

|[YEAR|

|__I[MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: oo NO

o1 NO, please describe:

Result: oi1Normal o2 AbnormalNo clinical significance oz AbnormalSignificant clinically
Blood Count ooUnexamined, reason
Date: |__|__|_| _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
It Abnormal Unexa
Ei Measured . No clinical |q: e ;
Unit Normal |32 &1 Significant| mined
Value S|gn|fe|canc clinically
Red Blood Cell (RBC) 0110'%L  O20ther: O1 02 O3 Do
White Blood Cell 0410%L  O20ther: O D2 Os Do
Hemoglobin (Hb) O1g/L O20ther: my 02 O3 Oo
Platelet (PLT) 0110%L  O20ther: O1 02 O3 Do
Neutrophil (ANC) 0110%L  O20ther: O 02 O3 Do
Lymphocyte (LY) 0110%L  O.Other: | O 02 O3 Do
Monocyte (MO) 0110%L  O20ther: O1 02 O3 Do
Eosinophil (EO) 0110%L  O20ther: 04 02 O3 Oo
Basophil (BA) 0:1109L  OoOther: ___ | O 02 Os o
Blood Biochemistry ooUnexamined, reason
Date|_ | | | |IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |__ | | | |
Result Result Interpretation
L Measured Abnormal l;?:::
Value Unit Normal No clinical Significant
significanc clinically
e
Glutamic-pyruvic Other-
transaminase (ALT) OiUL DeOther: | O D2 D Ho
Glutamic-oxalacetic Other-
transaminease (AST) OUL DOther: | O 02 O o
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Protocol Number: KY2020-29

Treatment

Center Number |__ ||

Visit 5 (D14+1d)

Total Bilirubin (TBIL) 01 pmol/L  020ther: O O Os o
Albumin (ALB) 04 g/l O20ther: O 02 O3 Oo
- glutamyl transpeptidas
Y9 (}é;GT) pep 01 U/L O20ther: 04 O2 O3 Oo
Lactic dehydrogenase
(LDH) 01 UL O20ther: 04 O2 O3 Oo
Creatine kinase (CK) O+ U/L O20ther: O 02 Os o
Creatine kinase Other-
|Soenzyme (CK'MB) 04 U/L 2 er: 4 2 O3 Co
Blood urea nitrogen
(BUN) O¢mmol/L O20ther: mp Oz O3 Oo
Urea (Urea) O1mmol/L  D20ther: O 02 Os Do
Serum creatinine (CR) O1umol/L  O20ther: O O Os o
Urine Test ooUnexamined, reason
Date: |_|_|_| IYEAR|_ | _|MONTH| | |DAY Normal range Number:
|
Result Result Interpretation
Unexa
i Measured Unit Norm Abnormal mined
Value al | No clinical | Significant
significance| clinically
. . O1Not
Urine Protein _ O20ther: m 02 Os Do
Applicable
Urine Glucose 0 mmol/L D20ther: 04 02 O3 Do
. 4 Not
Urine PH value , O20ther: 04 0> O3 Do
Applicable
. O1Not
Urine Erythrocyte O20ther: O o o m]
y y Applicable 2 k 2 : 0
. O1Not
Urine Leukocyte _ O20ther: O 02 Os Do
Applicable
. O4Not
Urine Ketone _ O20ther: O O Os o
Applicable
Coagulation Function ooUnexamined, reason
Date: |__|__|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Result Result Interpretation
Unexa
Item Abnormal 1
M?aslﬂ(reed Unit N‘:im No clinical | Significant| mined
significance| clinically
ProthrombinTime (PT) 01S O20ther: 04 O O3 Do
Activated Partial O0s CLOther: 5 5 - -
Thromboplastin Time ! e 2 * 0
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Treatment

Protocol Number: KY2020-29
Center Number |__|__| Subject Screening Number || | | | | Visit 5 (D14+1d)
(APTT)
Thrombin Time (TT) 01S O20ther: O O2 Os Do
Fibrinogen (Fbg) 01 g/l O20ther: O O2 Os Oo
International Normalized O+Not Other-
Ratio (INR) Applicable O —— O | 0 S
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: |_| | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN e\?aslﬂge Unit ::m No clinical Significant
significance clinically
(CRP) 01 mg/L O20ther: | [ 02 Os

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_| | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Erythrocyte Measured Unit NOrm ™ No clinical Significant
Sedimentation Rate significance clinically
P 01 mm/h O20ther: Y 02 Us

TNF-a ooUnexamined, reason
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Measured Unit NOrm ™ No clinical | Significant
TNF-a significance clinically
01 pg/mL O20ther: 04 02 Os
IL-6 ooUnexamined, reason
Date: |__|__|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
M d N Abnormal
IL-6 ??:Iﬂ;e Unit c;:m No clinical Significant
significance clinically
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Protocol Number: KY2020-29 Treatment

Center Number |__|__| Subject Screening Number || | | | | Visit 5 (D14+1d)
0O+ pg/mL O20ther: 04 02 Os
Nucleic Acid Test of 2019-nCov oo Unexamined, reason

o1 Not Applicable

Sampling Part: oiUpper respiratory tract o.Lower respiratory tract

Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY Date: | _|__ |/ |_|
Result 01 Negative 0o Positive oz Unidentified o4 Other | please
describe

Pulse oxygen saturation (without oxygen inhalation ) ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Measured Value: % (Rest state)

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: ||| _|_|YEAR|[_|_|MONTH| | _|DAY

Result: oi1Normal o2 AbnormalNo clinical significance o3 AbnormalSignificant clinically

If“Abnormal”, please describe:

Urine or serum HCG (Only applicable to women of childbearing age)  ooUnexamined,

reason
o1Not Applicable (Man or woman who isn’t able to reproduce)
Date: | _| | | _|YEAR|__|__|[MONTH|__|__|DAY

Sample: o1 Blood o2 Urine

Result: OiNegative 0O, Positive

Chest CT ooUnexamined, reason

Date: ||| _|_|YEAR| | |MONTH| | |DAY

Result: o1 Normal ©2 Abnormal,no clinical significance 0z Abnormal, significant clinically_

If abnormal, please describe

Wheather chest CT lesion absorbed=50% than baseline??

0o NO o4 YES 02 Unidentified s Unknown
04 Other, please describe:
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Protocol Number: KY2020-29 Treatment

Center Number |__|__| Subject Screening Number || | | | | Visit 5 (D14+1d)
Whether develops into severe/critical type Do No evaluation
Date| | | | |YEAR| | |MONTH| | _|DAY

Whether develops into severe/critical type: 0o NO o1 YES

Date of developing into severe/critical type: | | | | |[YEAR|__| _|[MONTH|__| |DAY

If any adverse events have occurred since the last visit, please fill in the “Adverse
Events Form”. If there is medication combination, please fill in the
“Previous/Combined medication Form”; If there is combined non-drug therapy, please
fill in the “ Comined Non-Drug Therapy Form”; If there is an out-of-plan inspection,
please fill in the “Out-Of-Plan Inspection Form”.

Version: 3.0 (Date: 2020-02-25) Page 26 of 57




Protocol Number: KY2020-29

Center Number |__|_ | Subject Screening Number |__|_ | | ||

End

End of the Treatment

Whether the subject finished all the treatment according to the protocol? oo NO o4 YES

EndDate: |__|_|_|_|YEAR|__|__|MONTH|__|__|DAY

04

02
U3
O4
Os
Ue
Oz
Us

Og

If the patient exit ahead of schedule, please choose the most important reason (One-Choice) :

Disease progression occurred during the study and changes in treatment were required after
comprehensive assessment by the investigators.

Adverse events lead to an exacerbation of the disease
The subject is reluctant to continue using the study drug.
Pregnancy

Loss to follow-up

Death

Subject withdraws the Informed Consent

Study suspension
Other, please describe:

Notes (Please record other matter which needs additional clarification) :
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Protocol Number: KY2020-29 Extend Follow-Up

Center Number |__|__| Subject Screening Number|__ | | | || Visit 6 (D21+2d)
Type of visit o1 Telephone follow-up o> Hospital follow-up
Date of Current Visit: || | | |YEAR|__|_|[MONTH|__|__|DAY

If the subject has been discharged from the hospital, the following contents may not be carried out,
please leave blank; If the subject is not discharged, please conduct the following examinations.

Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|__|MONTH|__|__|DAY
. . o1 Axilla o20ral o3 Anus
Daily maximum Measureme
|| ||__]°C os Ear os Unknown o Other, please
temperature - nt method )
describe
Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min
Blood pressure | |__|__|__[/|__|__|__| mmHg (Systolic/diastolic blood pressure)
physical examination oo Unexamined, reason:
Date | __IYEAR|__, |MONTH|____|DAY
Result
1= Normal

2= Abnormal, no clinical

Inspection Part If abnormal, please describe

significance
3= Abnormal, with clinical

significance
0=Unexamined
General
o1 02 o3 0o
appearance
Head 01 02 03 0o
Eyes 01 m) 03 0o
Nose 01 02 03 0o
Larynx 01 m) 03 0o
Neck and thyroid | o1 02 03 0o
Skin 01 02 03 0o
Cardiovascular
01 02 k] 0o
system
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Protocol Number: KY2020-29

Extend Follow-Up

Center Number |__ ||

Visit 6 (D21+2d)

Chest and lungs | o1 02 mE 0o
Abdomen 01 02 03 0o
Nervous system | o1 02 03 0o
Musculoskeletal
01 02 03 0o
system
Lymphatic system | o1 m) mk} 0o

Respiratory symptoms ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: oo NO

01 NO, please describe:

Result: oiNormal o2 AbnormalNo clinical significance oz AbnormalSignificant clinically
Blood Count ooUnexamined, reason
Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: || | | |
Result Result Interpretation
Item Measured . No cli:;g:Io"T‘al. . Ur_lex:
Value Unit Normal signizicanc Séﬁg:g:ﬁ;lt mine
Red Blood Cell (RBC) 0:110'2L  O20ther: | O1 m m Oo
White Blood Cell 0410%L  O20ther: | D1 02 O3 Do
Hemoglobin (Hb) O1g/L O:0ther: | O 02 Os Do
Platelet (PLT) 0110%L  O20ther: | O1 m m Oo
Neutrophil (ANC) 0110%L  O20ther: | O1 02 Os To
Lymphocyte (LY) 0110%L  O20ther: | Oi 02 Os Do
Monocyte (MO) 0110%L  O20ther: | O1 m O3 o
Eosinophil (EO) 0110%L  O20ther: | O1 02 Os Do
Basophil (BA) 0110%L  O20ther: | Oi 02 O3 Do
Blood Biochemistry ooUnexamined, reason
Date|_ | | | |IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |__ | | | |
Result Result Interpretation U
Item M‘ila;ﬂ;ed Unit Normal [No c:_li_rf;gglog;;_ar:ificant m?:::
significanc| clinically
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Protocol Number: KY2020-29

Extend Follow-Up

Center Number |__ ||

Visit 6 (D21+2d)

e
Glutamic-pyruvic Other-
transaminase (ALT) 01 U/L 2 er: 4 2 O3 o
Glutamic-oxalacetic Other-
transamlnease (AST) 04 U/L 2 er: 4 2 O3 Co
Total Bilirubin (TBIL) O1pmol/L  020ther: O O Os o
Albumin (ALB) 04 g/l O20ther: O 02 O3 Oo
- glutamyl transpeptidas
Y9 (}éGT) pep 01 UL O20ther: 04 O2 O3 Oo
Lactic dehydrogenase
(LDH) 01 UL O20ther: 04 O2 O3 Oo
Creatine kinase (CK) O UL O20ther: O O Os o
Creatine kinase Other:
isoenzyme (CK-MB) 01 U/L O20ther: 4 02 O3 Oo
Blood urea nitrogen
(BUN) O¢mmol/L O20ther: mp O2 O3 Oo
Urea (Urea) O1mmol/L  O20ther: O 02 Os Oo
Serum creatinine (CR) O1umol/L  O20ther: O 02 Os Oo
Urine Test ooUnexamined, reason
Date: |__|__|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Result Result Interpretation
Unexa
Item Abnormal 1
Measured Unit NOM "No ciinical | Significant| mined
significance| clinically
. . O1Not
Urine Protein _ O20ther: m 02 Os Do
Applicable
Urine Glucose 01 mmol/L D20ther: 04 02 O3 Oo
. 4 Not
Urine PH value , O20ther: mfl 02 m Oo
Applicable
. O4Not
Urine Erythrocyte _ O20ther: O 02 Os Do
Applicable
. O4Not
Urine Leukocyte _ O20ther: O 02 Os Do
Applicable
. O4Not
Urine Ketone _ O20ther: O O Os o
Applicable
Coagulation Function ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation Unexa
Measured | Unit Norm | Abnormal mined
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Protocol Number: KY2020-29

Extend Follow-Up

Center Number |__ ||

| Visit 6 (D21+2d)

Value al No clinical | Significant
significance| clinically
ProthrombinTime (PT) 01S O20ther: 04 02 O3 Oo
Activated Partial
Thromboplastin Time 01S O20ther: O O2 O3 To
(APTT)
Thrombin Time (TT) 01 S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) 01 g/l O20ther: O O2 Os Oo
International Normalized O+Not 4
Ratio (INR) Applicable D2Other: M M2 M Ho
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: |_|_| | __IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | |
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN (ilaa‘c’lﬂge Unit 3:"‘ No clinical Significant
significance clinically
(CRP) O1mg/L O20ther: | 02 Os

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_|_| | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Erythrocyte M?faslﬂged Unit Nc:im No clinical Significant
Sedimentation Rate significance clinically
(ESR) 01 mm/h 0O20ther: mp mp! Os
TNF-a ooUnexamined, reason
Date: | | | | _IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation
Abnormal
M?:iﬂ;ed Unit Nc;:m No clinical Significant
TNF-a significance clinically
0O+ pg/mL O20ther: 04 02 Os
IL-6 ooUnexamined, reason
Date: |__|_ | | |YEAR|_|__|IMONTH|__|__|DAY Normal range
Number: |___ || |
Item Result Result Interpretation
Measured | Unit Norm | Abnormal
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Protocol Number: KY2020-29 Extend Follow-Up

Center Number |__|__| Subject Screening Number|__ | | | || Visit 6 (D21+2d)
Value al No clinical Significant
significance clinicall
IL-6 g y
01 pg/mL O20ther: mp 02 Os

Urine or serum HCG (Only applicable to women of childbearing age)  ooUnexamined,

reason
o1Not Applicable (Man or woman who isn’t able to reproduce)
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY

Sample: o1 Blood o2 Urine

Result: OiNegative 0. Positive

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: ||| _|_|YEAR| | _|MONTH|_ | _|DAY

Result: oi1Normal o2 AbnormalNo clinical significance oz AbnormalSignificant clinically

If“Abnormal”, please describe:

Chest CT ooUnexamined, reason
Date: |__|_| | __|YEAR|__|__|[MONTH|__|__|DAY
Result:

Wheather chest CT lesion absorbed=50% than baseline??

0o NO o1 YES 02 Unidentified o3 Unknown
04 Other, please describe:

Nucleic Acid Test of 2019-nCov 0o Unexamined, reason
o1 Not Applicable

Sampling Part: ciUpper respiratory tract o.Lower respiratory tract

Date: |__|_ | | _|YEAR|__|__|[MONTH|__|__|DAY Date: |__ | || |
Result 01 Negative 2 Positive 03  Unidentified o4 Other | please
describe

Pulse oxygen saturation (without oxygen inhalation ) ooUnexamined, reason
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Protocol Number: KY2020-29

Extend Follow-Up

Center Number |__|__| Subject Screening Number|__|_ | | | Visit 6 (D21+2d)
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY
Measured Value: % (Rest state)

Whether develops into severe/critical type Oo No evaluation
Date| | | | |YEAR| | |MONTH| | __|DAY

Whether develops into severe/critical type: 0o NO o1 YES

Date of developing into severe/critical type: | | | | [YEAR|__| _|[MONTH|__| |DAY

If any adverse events have occurred since the last visit, please fill in the “Adverse Events
Form”. If there is medication combination, please fill in the “Previous/Combined medication
Form”; If there is combined non-drug therapy, please fill in the “ Comined Non-Drug Therapy
Form”; If there is an out-of-plan inspection, please fill in the “Out-Of-Plan Inspection Form”.
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Protocol Number: KY2020-29 Extend Follow-Up

Center Number |__|__| Subject Screening Number|__|_ | | || Visit (D28+2d)
Type of visit oy Telephone follow-up o2 Hospital follow-up
Date of Current Visit: || | | |YEAR|__| _|[MONTH|__|__|DAY

If the subject has been discharged from the hospital, the following contents may not be carried out,
please leave blank; If the subject is not discharged, please conduct the following examinations.

Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|__|MONTH|__|__|DAY
. . o1 Axilla  o20ral o3 Anus
Daily maximum Measureme
|| ||__]°C os Ear os Unknown o Other, please
temperature - nt method )
describe
Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min
Blood pressure | |__|__|__[|__|__|__| mmHg (Systolic/diastolic blood pressure)
physical examination oo Unexamined, reason:
Date | __IYEAR|_ | |MONTH|____|DAY
Result
1= Normal

2= Abnormal, no clinical

Inspection Part If abnormal, please describe

significance
3= Abnormal, with clinical

significance
0=Unexamined
General
01 02 03 0o
appearance
Head 01 02 03 0o
Eyes 01 m) 03 0o
Nose 01 02 03 0o
Larynx 01 m) 03 0o
Neck and thyroid | o1 m) mk} 0o
Skin 01 02 03 0o
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Protocol Number: KY2020-29

Extend Follow-Up

Center Number |__ ||

Visit (D28+2d)

Cardiovascular
01 02 03 0o
system
Chest and lungs | o1 02 03 0o
Abdomen 01 02 o3 0o
Nervous system | o1 m) mk} 0o
Musculoskeletal
01 02 03 0o
system
Lymphatic system | o1 02 03 0o

Respiratory symptoms

ooUnexamined, reason

Date: | | | |

[YEAR|__|

IMONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: oo NO

o1 NO, please describe:

Result: oi1Normal o2 AbnormalNo clinical significance oz AbnormalSignificant clinically
Blood Count ooUnexamined, reason
Date: |__|_|_ | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: || | | |
Result Result Interpretation
e Measured , No ciimicall Unexa
Value Unit Normal signi;icanc Séﬁ::gacla;;t mine
Red Blood Cell (RBC) 04110%%L  O20ther: | 01 02 Os o
White Blood Cell 0¢10%L  O20ther: __ | O ) O3 To
Hemoglobin (Hb) 01 g/L O:0ther: | Oi 02 O3 Oo
Platelet (PLT) 0110%L  Oe0ther: | 01 O2 O3 o
Neutrophil (ANC) 0110%L  O20ther: | O1 02 O3 Do
Lymphocyte (LY) 0:1109L  O:Other: ___ | O 02 Os o
Monocyte (MO) 0110%L  O20ther: _ | Oh1 02 O3 Oo
Eosinophil (EO) 0110%L  O20ther: | O 02 O3 Do
Basophil (BA) 0110%L  O20ther: | O1 02 O3 Do
Blood Biochemistry ooUnexamined, reason
Date| || | _|YEAR|__|__|IMONTH|__|__|DAY Normal range Number: |__ | | ||
Item ‘ Result ‘ Result Interpretation | Unexa
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Protocol Number: KY2020-29 Extend Follow-Up
Center Number |__|__| Subject Screening Number|__ | | | || Visit (D28+2d)
Abnormal mined
Measured . No clinical |q: . ..:¢:
Unit Normal | .~ “_. Significant
Value S|gn|2canc clinically
Glutamic-pyruvic Other-
transaminase (ALT) 01 U/L 2 er: 4 2 O3 o
Glutamic-oxalacetic Other-
transamlnease (AST) 04 U/L 2 er: 4 2 O3 Co
Total Bilirubin (TBIL) 01 pmol/L  020ther: O O Os o
Albumin (ALB) 04 g/l O20ther: O 02 O3 Oo
- glutamyl transpeptidas
y-9 ()éGT) pep 01 U/L O20ther: 4 02 [mE Oo
Lactic dehydrogenase
(LDH) 01 UL O20ther: 4 02 O3 Oo
Creatine kinase (CK) O UL O20ther: O O Os o
Creatine kinase Other:
|soenzyme (CK'MB) 04 U/L 2 er: 01 O2 O3 Oo
Blood urea nitrogen Other-
(BUN) O1mmol/L  O20ther: 4 02 [mE Oo
Urea (Urea) O1mmol/L  O20ther: O 02 Os Oo
Serum creatinine (CR) O1umol/L  O20ther: O 02 Os Oo
Urine Test ooUnexamined, reason
Date: | | | | __IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexa
Item Abnormal 1
Measured Unit NOM "No ciinical | Significant| mined
significance| clinically
. . O1Not
Urine Protein _ O20ther: 04 02 O3 Oo
Applicable
Urine Glucose O+smmol/L  O20ther: O 02 Os Oo
. O Not
Urine PH value ' O:0ther: a Oz Os o
Applicable
. O4Not
Urine Erythrocyte _ O20ther: O 02 Os Do
Applicable
. O4Not
Urine Leukocyte _ O20ther: O 02 Os Do
Applicable
. O4Not
Urine Ketone _ O20ther: 04 02 O3 Oo
Applicable
Coagulation Function ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
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Protocol Number: KY2020-29 Extend Follow-Up
Center Number |__|__| Subject Screening Number|__|_ | | || Visit (D28+2d)
Result Result Interpretation
Unexa
Item Abnormal :
M(:Iaaslﬂged Unit Nc:;m No clinical | Significant| mined
significance| clinically
ProthrombinTime (PT) 1S O20ther: 04 02 O3 Oo
Activated Partial
Thromboplastin Time 018 O20ther: O 02 O3 To
(APTT)
Thrombin Time (TT) 01S O20ther: O O2 Os Do
Fibrinogen (Fbg) 01 g/l O20ther: O O2 Os Oo
International Normalized O1Not 0,0t
. er: O O m| m|
Ratio (INR) Applicable 2 ! 2 : 0
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Measured Norm Abnormal
C-REACTION PROTEIN Value Unit al No clinical Significant
significance clinically
(CRP) O1mg/L O20ther: | [ 02 (mE
Erythrocyte Sedimentation Rate (ESR) ooUnexamined, reason
Date: | | | | __IYEAR|__|__|IMONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Erythrocyte M(ilaaslﬁged Unit N::m No clinical Significant
Sedimentation Rate significance clinically
(EQR) 01 mm/h O20ther: mp O2 Os
TNF-a ooUnexamined, reason
Date: |__|_ | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation
Abnormal
M‘if:iﬂ;ed Unit Nc;:m No clinical Significant
TNF-a significance clinically
0O+ pg/mL O20ther: 04 02 Os
IL-6 ooUnexamined, reason
Date: |__| | | |YEAR|__|__|IMONTH|__|__|DAY Normal range
Number: |___ | ||
Item ‘ Result Result Interpretation
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Protocol Number: KY2020-29 Extend Follow-Up

Center Number |__|__| Subject Screening Number|__|_ | | || Visit (D28+2d)
Abnormal
M(:Iaaslﬂged Unit Nc:;m No clinical Significant
IL-6 significance clinically
04 pg/mL O20ther: 04 02 Os

Urine or serum HCG (Only applicable to women of childbearing age)  ooUnexamined,

reason
o1Not Applicable (Man or woman who isn’t able to reproduce)
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY

Sample: o1 Blood o2 Urine

Result: OiNegative 0, Positive

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Result: o1Normal o2 Abnormal No clinical significance oz Abnormal Significant clinically

If “Abnormal’, please describe:

Nucleic Acid Test of 2019-nCov 0o Unexamined, reason
o1 Not Applicable

Sampling Part: oiUpper respiratory tract o.lL.ower respiratory tract

Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY Date: |__ ||| |
Result 01 Negative 0o Positive o3  Unidentified o4 Other | please
describe

Pulse oxygen saturation (without oxygen inhalation ) o,Unexamined, reason

Date: | | | | _|YEAR|__|__|[MONTH|__|__|DAY
Measured Value: % (Rest state)
Chest CT ooUnexamined, reason

Date: | | | | _|YEAR|__|__|[MONTH|__|__|DAY
Result:
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Protocol Number: KY2020-29 Extend Fo||ow-Up
Center Number |__|__| Subject Screening Number|__|_ | | || Visit (D28+2d)

Wheather chest CT lesion absorbed=50% than baseline?? 0o NO 0y YES 0, Unidentified
O3 Unknown
04 Other, please describe:

Whether develops into severe/critical type Oo No evaluation
Date] | | | |YEAR| | |MONTH| | |DAY

Whether develops into severe/critical type: 0o NO o1 YES

Date of developing into severe/critical type: | | | | |[YEAR|__| _|[MONTH|__| |DAY

If any adverse events have occurred since the last visit, please fill in the “Adverse Events
Form”. If there is medication combination, please fill in the “Previous/Combined medication
Form”; If there is combined non-drug therapy, please fill in the “ Comined Non-Drug Therapy
Form”; If there is an out-of-plan inspection, please fill in the “Out-Of-Plan Inspection Form”.
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Does the subject use the drug studied? oo NO o1 YES o2 Not applicable (Control Group)
Situation of Drug Usage
Days of | Whether Planned | Actual daily _ State the reason in | Please explain in
takin use the Usage Date dailv dosage dosage Frequency| Delivery | case of dose | case of missed,
9 g y g g (1) (2) |adjustment or | overdose or other
the drug drug (mg) (mg) suspension situation
NO _L_L_IYEAR || || AE, Number
0o 01 u
Da MONTH — - ’ -
Y— | L. vES ||| (T e 02 Other,
|__|_|DAY
NO __IVEAR L] L AE, Number
0o 01
Da MONTH — — ’ -
Y— | o vES ||| (T e 02 Other,
|__|__|DAY
NO I _I_IYEAR L L AE, Number
0o 01
Da MONTH — — ’ -
y— 01 YES — L | 02 Other,
|__|__|DAY
m NO __I_IYEAR || || AE, Number
0 o1
Da MONTH — - ’ -
y— o1 YES - L o2 Other,
|__|_|DAY
NO ___IVEAR L] L AE, Number
0o 01
Da MONTH — — ’ -
y— o1 YES - = o2 Other,
|__|__|DAY
(1) Frequency: 1= three times a day 2=twice aday 3=once aday 4=unknown 5= others, please specify in the line
(2) Delivery: 1= not applicable 2= dose adjustment 3= missed 4= overdose 5= suspended administration 6= others, please
specify in the line
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Does the subject use the drug studied? oo NO o1 YES o2 Not applicable (Control Group)
Situation of Drug Usage
Days of | Whether Planned | Actual daily _ State the reason in | Please explain in
takin use the Usage Date daily dosage dosage Frequency| Delivery | case of dose | case of missed,
9 g y g g (1) (2) |adjustment or | overdose or other
the drug  drug (mg) (mg) suspension situation
NO _L_L_IYEAR | | AE, Numb
0o 01 umber
Da MONTH — — ’ —
y— 01 YES — L ! o2 Other,
|__|_|DAY
NO L_L_IVEAR | | AE, Numb
0o o1 umber
Da MONTH — - ’ -
y— 01 YES — e — o2 Other,
|__|__|DAY
NO L_L_IVEAR | | AE, Numb
0o 01 umber
Da MONTH — — ; _
y— 01 YES — ] — o2 Other,
|__|__|IDAY
m NO __I_IYEAR || || AE, Number
0 01 u
Da MONTH — — ; —
y— 01 YES —— | — o2 Other,
|__|_|DAY
NO L_L_IVEAR | | AE, Numb
0o o1 umber
Da MONTH — — ’ -
y— 01 YES . — — 02 Other,
|__|__|IDAY
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(1) Frequency: 1= three times a day 2=twice aday 3=once aday 4=unknown 5= others, please specify in the line

specify in the line

(2) Delivery: 1= not applicable 2= dose adjustment 3= missed 4= overdose 5= suspended administration 6= others, please

Did the subject experience any adverse event? oo NO

01 YES, please fill in refer to the code at the bottom of the form

Adverse Events?

. Rel
Sustained at the end of the Taken Measurements atio SAE or Not?
study? CTCAE nsh| AE
NO Adverse Date Leve| | Measure ip | Outc S
) Event Of beginin ment for with ome YES, the
99 | YES | NooDateofEng| (1 |the | Othermeasurement f 1 "(5) | No | specific SAE
studied stu type (6)
drug (2) die
lE_A'r?'_'TnlﬂYo . IYEA
i || || |
R MONTH — —
1 NTH|_,_[DA O (I | || O || ||
v | IDAY
'E—A;'—'T“'AYO . IYEA
i || || |
R MONTH — —
2 NTH|_, |DA O l_l_DLy | || O || ||
v |
'E—A;'—'T“'AYO . IYEA
i || || |
R MONTH — —
v |
'E—A;'—'T“'AYO L. IYEA
o || || |
R MONTH — — —
v |
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5=Not applicable

in thel line

6= Others, please specify

drug therapy Form
4= Others, please specify in thel

line

6= Remain to Dbe
evaluated

7=Unable to evaluate

6 = death

7 = unknown

(4) Relationshi
(1) (2) Measurement for the (3) Other . ) P .
CTCAE . with the studied | (5) AE outcome (6) Specific SAE type
Level studied drug measurements
drug
1=level 1 1=Maintenance of current | 1= No 1=Certainly related 1 = unchanged 1= life threatening
2=level 2 treatment 2= Combined medication, fillinthe | 2=Probably related 2=deterioration 2= cause death
3=level 3 2=Suspension Combined Medication Form 3=Possibly related 3= recovery/healing 3= require hospitalization or extend the
4=level 4 3=Termination 3= Combined with non-drug | 4= Possibly non-related 4=improvement/recovery current stay
5=level 5 4=Reduce the dose therapy, fill in the Combined non- | 5= Certainly non- related | 5= recovery with sequelae | 4= cause permanent or significant

disability or dysfunction
5= causes congenital malformation/birth
defects

6= other important medical events
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Protocol Number:

KY2020-29

Center Number: |||

Previous/Combined Medication

Does the subject have previous/combined medication?

ooNO 01 YES, please fill in the form below refer to the code at the bottom of the table.
Previous/Combined medication
Drug Name L L . . . administration Sustain at the end of the
. Indication Indications single Dose Unit | Dosing frequency
NO. (generic route Date of beginning study?
s (1) Notes dose (2) (3)
name) (4) Yes NO—Date of end
|_| |_| |_| |11 IYEAR|_ 11 |YEAR|_
1 || O
- IMONTH|__, |DAY _|[MONTH|____|DAY
|_| |_| |_| |1 IYEAR|_ 1 I__IYEAR|_
2 L] O
- I[MONTH|____|DAY _IMONTH|____|DAY
|_| |_| |_| |11 IYEAR|_ 11 |YEAR|_
3 || m
- IMONTH|__, |DAY _|[MONTH|____|DAY
|_| |_| |_| |1 IYEAR|_ 1 I__IYEAR|_
4 | 0
- [IMONTH|__, |DAY _|[MONTH|____|DAY
|_| |_| |_| |1 1 IYEAR|_ 11 |YEAR|_
5 || m
I[MONTH|____|DAY _IMONTH|____|DAY

(1) Indications

(2) dosage Unit

(3) Dosing frequency

(4) administration route

1=Disease studied in this
study

2= Previous history (please fill
in the history number in the
Notes)

3= Adverse events (please fill
in the number of adverse

events in Notes)

1 = micrograms (ug)

2 = milligram (mg)

3 =gram (g)
4 = milliliter (mL)

5 = International Unit

(V)

6=Unit(U)
7=Tablet(Tab)

8=capsule (Cap)

9=Unknown

10=0ther,please fill in

the line

1= Once a
day (qd)

2= Twice a
day (bid)

3= Three
times a day line
(tid)

4= Four

9=Unknown

6=0Once a week (qw)
7=Before sleep(hs)
8=As required (prn)

10=0Other, please fill in the

1=oral (PO)

2= intravenous
drop(IVgtt)
3=Intravenous
injection(1V)
4=Intramuscular
(IM)

5= Subcutaneous

7= Local (skin) (TOP)

8= ophthalmus(OPH)
9=Inhalation(INH)

10=Unknown

11= Other, please fill in the line
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Protocol Number: KY2020-29

Center Number: |||

Previous/Combined Medication

4=0ther (please describe in
the Notes)

times a day
(qid)

5= once
every other
day

(qod)

(SQ)
6= sublingual (SL)
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Protocol Number: KY2020-29

Center Number |__|__|

Previous/Combined
Medication

Does the subject have previous/combined medication?

ooNO 01 YES, please fill in the form below refer to the code at the bottom of the table.
Previous/Combined medication
Drug Name L . . ] administration Sustain at the end of the
. Indication| Notes for single Dose Unit | Dosing frequency
NO. (generic o route Date of beginning study?
s (1) indications dose (2) (3)

name) (4) Yes NO—Date of end
|_| |_| |_| |11 IYEAR|_ 11 |YEAR|_

1 || O
- [MONTH|__,__|DAY _IMONTH|____|DAY
|_| |_| |_| |1 IYEAR|_ 1 I__IYEAR|_

2 L] 0
- I[MONTH|____|DAY _IMONTH|____|DAY
|_| |_| |_| |11 IYEAR|_ 11 |YEAR|_

3 || m
- [MONTH|__,__|DAY _IMONTH|____|DAY
|_| |_| |_| |1 IYEAR|_ 1 I__IYEAR|_

4 | 0
- [MONTH|____|DAY _IMONTH|____|DAY
|_| |_| |_| |1 1 IYEAR|_ 11 |YEAR|_

5 || O
I[MONTH|____|DAY _IMONTH|____|DAY

(1) Indications

(2) dosage Unit

(3) Dosing frequency

(4) administration route

1=Disease studied in this
study

2= Previous history (please fill
in the history number in the
Notes)

3= Adverse events (please fill | (IU)

in the number of adverse

events in Notes)

1 = micrograms (ug)
2 = milligram (mg)
3 =gram (g)

4 = milliliter (mL)

5 = International Unit

6=Unit(V)

7=Tablet(Tab)
8=capsule (Cap)

9=Unknown

10=0ther,please fill in

the line

1= Once a
day (qd)

2= Twice a
day (bid)

3= Three
times a day
(tid)

4= Four

6=0Once a week (qw)
7=Before sleep(hs)
8=As required (prn)

9=Unknown

10=0Other, please fill in the

line

1=oral (PO)

2= intravenous
drop(IVgtt)
3=Intravenous
injection(1V)
4=Intramuscular
(IM)

5= Subcutaneous

7= Local (skin) (TOP)

8= ophthalmus(OPH)
9=Inhalation(INH)

10=Unknown

11= Other, please fill in the line
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Protocol Number: KY2020-29

Center Number |__|__|

Previous/Combined
Medication

4=0ther (please describe in
the Notes)

times a day
(qid)
5= once
every other
day
(qod)

(SQ)
6= sublingual (SL)
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Protocol Number: KY2020-29

Center Number: |||

Previous/Combined Non-Drug
Treatment

Does the subject have previous/combined non-drug treatment?

Oo NO

01 YES, Please continue to fill in the form below.

Previous/Combined non-drug treatment

Sustain at the end of the

Whether it is the

study? standard
Name of Treatment L.
o Indications Notes for L. treatment
NO. (please describe in Lo Date of beginning .
. ) (1) indications recommended in
professional medical terms) YES | NO—Date of end -
the guidelines?
(2)
||| _|YEA
||| _|YEAR|__|__|MONT
1 | O R|__|__IMONTH]|
H|__|__|DAY
__|_|IDAY
|__|_|_|__|YEA
| ||| _IYEAR|__|__|MONT
2 | O R|__|__IMONTH]|
H|__|__|DAY
__|_|DAY
||| _|YEA
||| _IYEAR|__|__|[MONT
3 | O R|__|__IMONTH]|
H|__|__|DAY
_|_|DAY
||| |_|YEA
||| _|YEAR|__|__|[MONT
4 | O R|__|__IMONTH]|
H|__|__|DAY
__|_|DAY
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Protocol Number: KY2020-29 Previous/Combined Non-Drug
Center Number: |__ || Subject Screening Number |__ | | ||| Treatment
|_|_|_|_IYEA
||| _IYEAR|__|__|[MONT
5 | O Rl__|_|[MONTH]|
H|__|__|DAY
__|_|IDAY
|__|_|_|_IYEA
||| _IYEAR|__|__|[MONT
6 | m| Rl__|__|[MONTH]|
H|__| _|DAY
__|_|IDAY
(1) Indications: 1= Disease studied in this study 2= Previous history (please fill in the history number in the Notes) 3= Adverse events (please fill in the
number of adverse events in Notes) 4=Other (please describe in the Notes)
(2) Whether it is the standard treatment recommended in the guidelines? 0=NO 1=YES 2=Not applicable

Version: 3.0 (Date: 2020-02-25) Page 49 of 57



Protocol Number: KY2020-29 IMV/NIV, ECMO. HFNC,
Center Number |__|__| Subject Screening Number |__ || || | Oxygen Therapy
IMV/NIV, ECMO, HFNC, Oxygen Therapy
No. Name of Therapy Date of the beginning Time of the beginning Date of the end Time of the end
YEAR
01IMV 03 ECMO oo NIV g | || _|_[YEAR|_| TN :ﬁolﬁlﬁhl D A\l(—l— L
HFNC os Oxygen Therapy __IMONTH|__|__|DAY ' - '
YEAR
01 IMV 03ECMO NIV o | I |_IYEAR|_| TN :ﬁolﬁlﬁhl D A\I(—l— C L
HFNC os Oxygen Therapy __[MONTH|__|__|DAY ' - '
YEAR
01 IMV 03ECMO NIV oy | || _IYEAR|_| TN :mljﬁ#gll—ll D A\l(—l— C L
HFNC os Oxygen Therapy __|[MONTH|__|__|DAY ' - '
YEAR
01IMV 0s ECMO opNIV g | ||| _IYEAR|_| TN :mljﬁ#gll—ll D A\l(—l— C L
HFNC os Oxygen Therapy __|[MONTH|__|__|DAY ' - '
YEAR
01 IMV 03ECMO NIV oy | || _IYEAR|_| UL :ﬁolﬁlﬁhl D A\l(—l— L
HFNC os Oxygen Therapy __|[MONTH|__|__|DAY . - .
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Protocol Number: KY2020-29

Center Number:

Other Examination

Is there any other examination to record?

Oo NO

01 YES, please fill in the table below.

Other Examinations

Result Interpretation

1=Normal
Item Date of sample or examine Result Unit 2_=Al.)|.10rma|, no  clinical Notes
significance
3=Abnormal, with clinical
significance
|| |__|_IYEAR|_|__|[MONT
0 02 03
H__|__|DAY
|__|_|_|_IYEAR|_|__|[MONT
01 2 [mE]
H|__| _|DAY
|| |__|__IYEAR|_|__|[MONT
L 02 03
H__|__|DAY
|__|__|__|_|YEAR|__|__|[MONT
01 O2 O3
H__|__|DAY
|| |__|__IYEAR|_|__|[MONT
L 02 03
H__|__|DAY
|| |_|_|YEAR|__|__|[MONT
L 02 03
H__|__|DAY
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Protocol Number: KY2020-29

Center Number:

Other Examination

Is there any other examination to record?

oo NO 01 YES, please fill in the table below.

Other Examinations

Result Interpretation
1=Normal
Item Date of sample or examine Result Unit 2_=Al.:n:|orma|, no  clinical Notes
significance
3=Abnormal, significant
clinically
|__|__I__|_[YEAR|__|__|[MONT
0 02 03
H|__|__|DAY
|__|__|__|_|YEAR|_|__|[MONT
01 2 [mE]
H|__|__|DAY
||| _[YEAR|__|__|[MONT
L 02 03
H|__|__|DAY
|__|_|_|_IYEAR|__|__|[MONT
01 O2 O3
H|__|__|DAY
||| _[YEAR|__|__|[MONT
L 02 03
H|__|__|DAY
|__|_|_|_IYEAR|__|__|[MONT
L 02 03
H|__|__|DAY
||| _[YEAR|__|__|[MONT
01 O2 03
H|__|__|DAY
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Protocol Number: KY2020-29

Center Number: |||

Other Examination

| ||| _IYEAR|__|__[MONT
Hl_l_lDAY 01 02 O3
|_|_|_|_IYEAR|_|__[MONT
O O O
HI__|_IDAY 1 2 )
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Protocol Number: KY2020-29

Center Number |__|__| Subject Screening Number |__|__|_ | ||

Study Summary

Study Summary

Whether the subject finished the study according to the protocol?

o1 YES, FinishDate: || | _|_|YEAR|__|_|MONTH| | __|DAY
0o NO, EndDate: |__|_|_|_|YEAR|__|__|[MONTH|__|__ |DAY

04

02
U3
O4
Us
Us
Oz
Us

Og

If the patient exit ahead of schedule, please choose the most important reason (One-Choice) :

Disease progression occurred during the study and changes in treatment were required after
comprehensive assessment by the investigators.

Adverse events lead to an exacerbation of the disease
The subject is reluctant to continue using the study drug.
Pregnancy

Loss to follow-up

Death

Subject withdraws the Informed Consent

Study suspension
Other, please describe:

Notes (Please record other matter which needs additional clarification) :
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Protocol Number: KY2020-29

: ) Hospitalization
Center Number |__|__| Subject Screening Number |__|__|_ | ||

Information on hospitalization

Was the subject hospitalized with 2019-nCov respiratory infection? ooNO o4 YES

If Yes, date of admission: | | | | _|YEAR|_ | _|MONTH| | |DAY

Be discharged from hospital at the end of the study or not? Do NO 01 YES

If yes, dischargedate : |_|_|_ | |YEAR|__|__|MONTH|__|__|DAY
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Protocol Number: KY2020-29
: , Death
Center Number |__|__| Subject Screening Number |__|__|_ | ||
Death
Are the subjects dead? 0oNO o1 YES, pleasefillin 02, Unknown
Date of death: |_|__|_|_|YEAR|__|__|MONTH|__|__|DAY

The cause of death :
O+ Adverse events
02 Unknown
os Other, please describe
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Protocol Number: KY2020-29
CRF Statement

Center Number |__|__| Subject Screening Number |__|__|_ | ||

Investigator Statement

| have reviewed and confirmed that all data recorded in this case report form are true, accurate,

reliable, complete, and consistent with the original data. All errors or omissions have been corrected

or noted.

Signature of principal investigator:

Date: |__|_|_|_|YEAR|__|__[MONTH|__|__|DAY

CRA Statement

| have checked and confirmed that all the data recorded in this case report form are true,

accurate, reliable, complete and correct and consistent with the original data.

CRA Signature:

Date: |__|_|_|_|YEAR|__|__[MONTH|__|__|DAY
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Protocol Number: KY2020-29 Attachment
Center Number |__|__| Subject Screening Number |__ ||| Out of Plan
Vital Signs ooUnexamined, reason
Date ||| _|IYEAR|__|__|IMONTH|__|__|DAY
) ) Measurem )
Daily maximum L LI ‘ o1 Axilla o20ral ozAnus  osEar
J° en
temperature - os Unknown g Other, please describe
method
_ || [times/ _ _
Respiratory . Pulse | |_|__|Jtimes/min
min

Blood pressure | |__|__|__|/|__|__|__| mmHg (Systolic/diastolic blood pressure)

Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|_|MONTH|__|__|DAY
Daily maximum L LI Measureme | o4 Axilla o20ral o3 Anus o4 Ear o5
temperature — nt method | Unknown o Other, please describe
Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min
Blood pressure | |__|__|__|/|__|__|__| mmHg (Systolic/diastolic blood pressure)
Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|_|MONTH|__|__|DAY
Daily maximum L LI Measureme | o1 Axilla 020ral o3 Anus o4 Ear os
temperature — nt method | Unknown g Other, please describe
Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min
Blood pressure L || V_|_|_|mmHg (Systolic/diastolic blood pressure)
Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|_|MONTH|__| __|DAY
Daily maximum L e Measureme | ot Axilla o20ral o3 Anus o4 Ear os
temperature — nt method | Unknown ogOther, please describe
Respiratory |__|__[|times/min Pulse |__|_|__|Jtimes/min
Blood pressure | |__|__|_|/|__|__|__| mmHg (Systolic/diastolic blood pressure)
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Protocol Number: KY2020-29 Attachment

Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan
physical examination oo Unexamined, reason:
Date | |YEAR|__|[MONTH|____|DAY
Result
1= Normal
2= Abnormal, no clinical
i I If abnormal, please describe
Inspection Part significance . P
3= Abnormal, with clinical
significance
0=Unexamined
General
01 02 mE 0o
appearance
Head 01 mp) k] 0o
Eyes 01 02 03 0o
Nose 01 02 03 0o
Larynx 01 02 o3 0o
Neck and thyroid | o1 02 o3 0o
Skin 01 02 k] 0o
Cardiovascular
01 02 mE 0o
system
Chest and lungs | o1 02 mE 0o
Abdomen 01 mp) k] 0o
Nervous system | m m) 03 0o
Musculoskeletal
01 02 m 0o
system
Lymphatic system | o1 02 03 0o
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Protocol Number: KY2020-29

Attachment

Center Number |__|__| Subject Screening Number |__ ||| Out of Plan

Respiratory symptoms ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: oo NO

01 NO, please describe:

Result: oi1Normal o2 Abnormal No clinical significance

oz Abnormal Significant clinically

Respiratory symptoms ooUnexamined, reason

Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: oo NO

o1 NO, please describe:

Result: oi1Normal o2 Abnormal No clinical significance

oz Abnormal Significant clinically

Respiratory symptoms ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: oo NO

01 NO, please describe:

Result: o1 Normal o2 Abnormal No clinical significance

oz Abnormal Significant clinically

Respiratory symptoms ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|__|MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not. oo NO

01 NO, please describe:

Result: oi1Normal o2 Abnormal No clinical significance

oz Abnormal Significant clinically

Respiratory symptoms ooUnexamined, reason

Date: ||| _|_|YEAR| | |MONTH| | |DAY

Whether the subject has respiratory symptoms or not: oo NO

01 NO, please describe:

Result: o1Normal o2 Abnormal No clinical significance

oz Abnormal Significant clinically

Respiratory symptoms ooUnexamined, reason

Date: ||| _|_|YEAR| | |MONTH| | |DAY

Whether the subject has respiratory symptoms or not: oo NO

01 NO, please describe:

Result: oi1Normal o2 Abnormal No clinical significance

oz Abnormal Significant clinically
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Protocol Number:

KY2020-29

Center Number |__|__|

Attachment
Out of Plan

Blood Count ooUnexamined, reason
Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: || | | |
Result Result Interpretation

i Measured . No ciinical ™ Unexa

Value Unit Normal signizcanc Séﬁ::gacﬁ;t mine
Red Blood Cell (RBC) 0110'%L  O2Other: | O1 02 Os3 Do
White Blood Cell 0110%L  O20ther: _ | O O2 Os Do
Hemoglobin (Hb) O1g/L O:0ther: __ | O1 O2 O3 Do
Platelet (PLT) 01109  O2Other: | O O2 O3 Do
Neutrophil (ANC) 0110%L  O20ther: | DO O2 Os Do
Lymphocyte (LY) 01109L  O20ther: | O O2 Os o
Monocyte (MO) 0110%L  O20ther: | O 02 Os Do
Eosinophil (EO) 01109%L  O20ther: | O O2 Os o
Basophil (BA) 01109%L  O20ther: | O O2 Os Do

Blood Count ooUnexamined, reason
Date: |__ | | _|__|YEAR[__|__|[MONTH|__|__|DAY Normal range Number: |_ | | | |
Result Result Interpretation

i Measured - o U'-’ex:

Value Unit Normal signi;icanc Séﬁ::gacla;;t mine
Red Blood Cell (RBC) 0110'%L  O20ther: | O 02 O3 Do
White Blood Cell 0110%L  O20ther: | O1 02 Os Do
Hemoglobin (Hb) O1g/L 0:0ther: | O4 02 O3 Oo
Platelet (PLT) 0110%L  O20ther: | Oh1 02 O3 Do
Neutrophil (ANC) 0110%L  O20ther: | O1 02 Os Do
Lymphocyte (LY) 0110%L  O20ther: | O1 02 Os Do
Monocyte (MO) 0:1109L  O:Other: ___ | O 02 Os o
Eosinophil (EO) 0110%L  O20ther: _ | Oh1 02 O3 Oo
Basophil (BA) 0110%L  O20ther: | O1 02 O3 Do
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Protocol Number: KY2020-29

Center Number |__|__|

Attachment
Out of Plan

Blood Biochemistry

ooUnexamined, reason

Date| | | | |IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |_ | | ||
Result Result Interpretation
Item Abnormal Unexa
Measured Unit Normal [No clinicall . o ined
significanc clinically
e
Glutamic-pyruvic Other-
transaminase (ALT) 01 UL 2 er: 4 2 O3 o
Glutamic-oxalacetic Other-
transamlnease (AST) 01 U/L 2 er: 4 2 O3 Co
Total Bilirubin (TBIL) 01 umol/L  O20ther: mf 02 Os Do
Albumin (ALB) 01 g/l O20ther: mp O2 O3 0o
y- glutamyl transpeptidas
9 (éGT) 01 UL O20ther: 04 Oz O3 Oo
Lactic dehydrogenase Other:
(LDH) 01 UL O20ther: mp 02 O3 Oo
Creatine kinase (CK) 01 UL O020ther: 04 02 O3 Co
Creatine kinase Other:
isoenzyme (CK-MB) 01 U/L O20ther: mp O2 O3 Oo
Blood urea nitrogen Other:
(BUN) O1mmol/L  O20ther: mp O2 O3 Oo
Urea (Urea) O1mmol/L  O20ther: O 02 Os Do
Serum creatinine (CR) 01 pmol/L  O20ther: O 02 Os Do

Version: 3.0 (Date: 2020-02-25)

Blood Biochemistry/ Page




Protocol Number: KY2020-29 Attachment

Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan
Urine Test ooUnexamined, reason
Date: |_|_|_|__IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexa
Item Measured Unit Norm PBITETTE mined
Value al No clinical | Significant
significance| clinically
. . O1Not
Urine Protein , O20ther: 04 02 O3 Oo
Applicable
Urine Glucose 01 mmol/L O20ther: 04 O2 O3 Oo
. 4 Not
Urine PH value , O20ther: O O2 Os o
Applicable
. O1Not
rine Erythr O20ther: i o m] |
Urine Erythrocyte Applicable 1 2 3 0
. O1Not
Urine Leukocyte , O20ther: O Oz Os Do
Applicable
. O1Not
Urine Ketone , O20ther: mfl 02 O3 Oo
Applicable
Urine Test ooUnexamined, reason
Date: |__|_| | |YEAR|__|__|[MONTH|__|__|DAY Normal range Number:
||
Result Result Interpretation
Unexa
Item Measured Unit Norm Abnormal mined
Value al No clinical | Significant
significance| clinically
. . O1Not
Urine Protein , O20ther: mfl 02 m Oo
Applicable
Urine Glucose 0 mmol/L D20ther: 04 O2 O3 Do
. 4 Not
Urine PH value _ O20ther: mf 02 O3 Do
Applicable
O4Not
Urine Erythrocyte O20ther: o o m] |
y y Applicable ? k 2 : °
. O4Not
Urine Leukocyte _ O20ther: O 02 Os Do
Applicable
. O4Not
Urine Ketone _ O20ther: mfl 02 O3 Oo
Applicable
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Protocol Number:

KY2020-29

Center Number |__|__|

Attachment
Out of Plan

Coagulation Function

ooUnexamined, reason

Date: |_|_|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__|_ | | |
Result Result Interpretation
ltem Abnormal Unexa
Measured Unit NOM "No clinical | Significant| mined
significance | clinically
ProthrombinTime (PT) 018 O20ther: O O Os o
Activated Partial
Thromboplastin Time 018 O20ther: O O O3 To
(APTT)
Thrombin Time (TT) 01 S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) O g/l O20ther: 04 02 O3 0o
International Normalized O1Not ot
. er: O O O O
Ratio (INR) Applicable 2 — 2 * 0
Coagulation Function ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
ltem Abnormal Unexa
Measured Unit NOM "No ciinical | Significant| mined
significance| clinically
ProthrombinTime (PT) 1S O20ther: 04 02 O3 Oo
Activated Partial
Thromboplastin Time o4 S O20ther: O 02 O3 To
(APTT)
Thrombin Time (TT) 01 S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) 01 g/l O20ther: O Oz Os Co
International Normalized O1Not Other:
Ratio (INR) Applicable -0 —— T " B -
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Protocol Number: KY2020-29

Attachment

Center Number |__|__|

Out of Plan

C-REACTION PROTEIN (CRP)

ooUnexamined, reason

Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN ‘:faslﬂge Unit ::m No clinical Significant
significance clinically
(CRP) O1mg/L  O20ther: __ | Ot 02 O3
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: |_| | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN e\?aslﬂge Unit ::m No clinical Significant
significance clinically
(CRP) O1mg/L  O20ther: _ | Ot 02 O3
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: |_| | | _|YEAR|__|__|[IMONTH|__|__|DAY Normal range
Number: |___ | ||
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN i,aaslﬂge Unit ::m No clinical Significant
significance clinically
(CRP) O1mg/L O20ther: | O 02 Os
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: |__ | _|_| |IYEAR|__|__IMONTH|__|__|DAY Normal range
Number: |___ | ||
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN ?aslﬂge Unit (:im No clinical Significant
significance clinically
(CRP) O1mg/L O20ther: _ | [h 02 Os
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Protocol Number: KY2020-29

Attachment

Center Number |__|__|

Out of Plan

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_| | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Erythrocyte Measured Unit NOIM ™ No clinical | Significant
Sedimentation Rate significance clinically
PN O01mm/h O20ther: | 02 Os

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_| | | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Erythrocyte Measured Unit NOIM ™ No clinical | Significant
Sedimentation Rate significance clinically
cab O01mm/h O20ther: | t2 03

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_| | | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: |__|_ | ||
Item Result Result Interpretation
Abnormal
Erythrocyte Measured Unit NOfM ™ No clinical | Significant
Sedimentation Rate significance clinically
cab O01mm/h O20ther: | 02 Os

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |__ | | | |IYEAR|__|__IMONTH|__|__|DAY Normal range
Number: |___ | ||
Item Result Result Interpretation
Abnormal
Erythrocyte Measured Unit Norm ™o clinical Significant
Sedimentation Rate significance clinically
cab 01 mm/h O20ther: | 02 Os

Version: 3.0 (Date: 2020-02-25)
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Protocol Number: KY2020-29

Attachment

Center Number |__|__|

Out of Plan

TNF-a ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Measured Unit Norm —~ o Clinical Significant
Value al e -
TNF-a significance clinically
01 pg/mL O20ther: mp 02 Os
TNF-a ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Measured Unit NOrm ™ No clinical Significant
TNF-a significance clinically
01 pg/mL O20ther: mp 02 Os
TNF-a ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
M(ilaaslﬁged Unit N::m No clinical Significant
TNF-a significance clinically
01 pg/mL O20ther: mp 02 Os
TNF-a ooUnexamined, reason
Date: | | | | __IYEAR|__|__|IMONTH|__|__|DAY Normal range Number: || | ||
Item Result Result Interpretation
Abnormal
Measured Unit NOIM ™ No clinical | _Significant
TNF-a significance clinically
01 pg/mL O20ther: 1 02 Os
TNF-a ooUnexamined, reason
Date: |__|__|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation
Abnormal
Measured Unit NOIM ™ No clinical | _Significant
TNF-a significance clinically
04 pg/mL O20ther: 04 02 Os

Version: 3.0 (Date: 2020-02-25)
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Protocol Number: KY2020-29

Center Number |__|__|

Attachment
Out of Plan

IL-6 ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Measured Unit Norm —~ o Clinical Significant
Value al Ay -
IL-6 significance clinically
01 pg/mL O20ther: mp 02 Os
IL-6 ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Measured Unit NOrm ™ No clinical Significant
IL-6 significance clinically
01 pg/mL O20ther: mp 02 Os
IL-6 ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
M(ilaaslﬁged Unit N::m No clinical Significant
IL-6 significance clinically
01 pg/mL O20ther: mp 02 Os
IL-6 ooUnexamined, reason
Date: | | | | __IYEAR|__|__|IMONTH|__|__|DAY Normal range Number: || | ||
Item Result Result Interpretation
Abnormal
Measured Unit NOrm ™ No clinical Significant
IL-6 significance clinically
01 pg/mL O20ther: 1 02 Os
IL-6 ooUnexamined, reason
Date: |__|__|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation
Abnormal
Measured Unit NOrmM ™ No clinical Significant
IL-6 significance clinically
04 pg/mL O20ther: 04 02 Os
Version: 3.0 (Date: 2020-02-25) IL-6 / Page




Protocol Number: KY2020-29

Center Number |__|__| Subject Screening Number |__| | | ||

Attachment
Out of Plan

Urine or serum HCG (Only applicable to women of childbearing age)

ooUnexamined,

reason
o1Not Applicable (Man or woman who isn’t able to reproduce)
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY

Sample: o1 Blood o2 Urine

Result: oiNegative 0. Positive

Urine or serum HCG (Only applicable to women of childbearing age)

ooUnexamined,

reason
o1Not Applicable (Man or woman who isn’t able to reproduce)
Date: |_|_ | _|__|YEAR|__|__|[MONTH|__|__|DAY

Sample: o1 Blood o2 Urine

Result: OiNegative 0, Positive

Urine or serum HCG (Only applicable to women of childbearing age)

ooUnexamined,

reason
o1Not Applicable (Man or woman who isn’t able to reproduce)
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY

Sample: o1 Blood o2 Urine

Result: OiNegative 0, Positive

Urine or serum HCG (Only applicable to women of childbearing age)

ooUnexamined,

reason
o1Not Applicable (Man or woman who isn’t able to reproduce)
Date: |__|_|_ | _|YEAR|__|__|[MONTH|__|__|DAY

Sample: o1 Blood o2 Urine

Result: OiNegative 0O, Positive

Urine or serum HCG (Only applicable to women of childbearing age)

ooUnexamined,

reason
o1Not Applicable (Man or woman who isn’t able to reproduce)
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY

Version: 3.0 (Date: 2020-02-25) Urine or serum HCG / Page




Protocol Number: KY2020-29 Attachment

Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan

Sample: o1 Blood o2 Urine

Result: oiNegative 0. Positive

Version: 3.0 (Date: 2020-02-25) Urine or serum HCG / Page




Protocol Number: KY2020-29 Attachment
Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan
Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY

Result: oi1Normal o2 Abnormal No clinical significance oz Abnormal Significant clinically

If “Abnormal’, please describe:

Routine 12 Leads Electrocardiogram ooUnexamined, reason
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY
Result: oiNormal o2 Abnormal No clinical significance oz Abnormal Significant clinically

If “Abnormal’, please describe:

Routine 12 Leads Electrocardiogram ooUnexamined, reason
Date: |__|_ | _| _|YEAR|__|__[MONTH|__|__|DAY
Result: oi1Normal o2 Abnormal No clinical significance oz Abnormal Significant clinically

If “Abnormal’, please describe:

Routine 12 Leads Electrocardiogram ooUnexamined, reason
Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY
Result: o1 Normal o2 Abnormal No clinical significance o3z Abnormal Significant clinically

If “Abnormal’, please describe:

Routine 12 Leads Electrocardiogram ooUnexamined, reason
Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY
Result: o1Normal o2 Abnormal No clinical significance oz Abnormal Significant clinically

If “Abnormal”, please describe:

Routine 12 Leads Electrocardiogram ooUnexamined, reason
Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY
Result: o1Normal o2 Abnormal No clinical significance oz Abnormal Significant clinically

If “Abnormal”, please describe:

Version: 3.0 (Date: 2020-02-25)
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Protocol Number: KY2020-29 Attachment
Center Number |__|__| Subject Screening Number |__ ||| Out of Plan

Nucleic Acid Test of 2019-nCov oo Unexamined, reason

o1 Not Applicable

Sampling Part: oiUpper respiratory tract o.l.ower respiratory tract

Date: |__|_|_ | _|YEAR|__|__|[MONTH|__|__|DAY Date: |__|__ || _|

Result: O1Negative o, Positive oz Unidentified o4 Other, please describe

Nucleic Acid Test of 2019-nCov oo Unexamined, reason

o1 Not Applicable

Sampling Part: oiUpper respiratory tract o.lL.ower respiratory tract

Date: |__ | | | _|YEAR|__|__|[MONTH|__|__|DAY Date: |__|__ ||| |

Result: O1Negative o, Positive oz Unidentified o4 Other, please describe

Nucleic Acid Test of 2019-nCov 0o Unexamined, reason

o1 Not Applicable

Sampling Part: oiUpper respiratory tract o.lL.ower respiratory tract

Date: |__|_|_|_|YEAR|_|__|MONTH|__|__|DAY Date: | |||

Result: O1Negative o, Positive oz Unidentified o4 Other, please describe

Nucleic Acid Test of 2019-nCov 0o Unexamined, reason

o1 Not Applicable

Sampling Part: ciUpper respiratory tract o.Lower respiratory tract

Date: |__ | | | _|YEAR|__|__|[MONTH|__|__|DAY Date: |__|__ ||| |

Result: O1Negative o, Positive oz Unidentified o4 Other, please describe

Nucleic Acid Test of 2019-nCov 0o Unexamined, reason

o1 Not Applicable

Sampling Part: ciUpper respiratory tract o.Lower respiratory tract

Date: |__|_|_ | _|YEAR|__|__|[MONTH|__|__|DAY Date: |__|_ |]__|_|

Result: 01 Negative o, Positive oz Unidentified o4 Other, please describe

Version: 3.0 (Date: 2020-02-25) Nucleic Acid Test of 2019-nCov / Page



Protocol Number: KY2020-29

Attachment

Center Number |__|__| Subject Screening Number |__ ||| Out of Plan

Pulse oxygen saturation (without oxygen inhalation )

ooUnexamined, reason

Date: |__|_|_ | _|YEAR|__|__|[MONTH|__|__|DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: |__|_|_|_|YEAR|__|_|MONTH|__|__|DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|__|MONTH|__|__|DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: ||| _|_|YEAR| | _|MONTH| | |DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: ||| _|_|YEAR| | |MONTH| | |DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Measured Value: % (Rest state)

Version: 3.0 (Date: 2020-02-25) Pulse oxygen saturation / Page




Protocol Number: KY2020-29 Attachment
Center Number |__|__| Subject Screening Number |__ ||| Out of Plan
Whether develops into severe/critical type oo No evaluation

Date| | | | |YEAR| | |MONTH| | |DAY

Whether develops into severe/critical type: 0o NO o1 YES

Date of developing into severe/critical type: |__| | | _|YEAR|__|__[MONTH|__|__|[DAY
Whether develops into severe/critical type oo No evaluation

Date| | | | |IYEAR| | _|[MONTH|__| |DAY

Whether develops into severe/critical type: 0o NO o1 YES

Date of developing into severe/critical type: |__| | | |YEAR|__|__[MONTH|__|__|[DAY
Whether develops into severe/critical type oo No evaluation

Date| | | | IYEAR| | _|[MONTH|_ | _|DAY

Whether develops into severe/critical type: 0o NO o1 YES

Date of developing into severe/critical type: |__| | | |YEAR|__|__[MONTH|__|__|[DAY
Whether develops into severe/critical type oo No evaluation

Date| | | | |YEAR| | |[MONTH| | _|DAY

Whether develops into severe/critical type: 0o NO o1 YES

Date of developing into severe/critical type: |_| | | |YEAR|__|__[MONTH|__|__|[DAY
Whether develops into severe/critical type oo No evaluation

Date| | | | |IYEAR| | |[MONTH| | _|DAY

Whether develops into severe/critical type: 0o NO o1 YES

Date of developing into severe/critical type: |_| | | |YEAR|__|__[MONTH|__|__|[DAY
Whether develops into severe/critical type oo No evaluation

Date| | | | IYEAR| | |[MONTH| | _|DAY

Whether develops into severe/critical type: 0o NO 01 YES

Date of developing into severe/critical type: |__| | | |YEAR|__|__[MONTH|__|__|[DAY

Version: 3.0 (Date: 2020-02-25) Whether develops into severe/critical type / Page




Protocol Number: KY2020-29 Attachment

Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan
Chest CT ooUnexamined, reason
Date: |_|_|_|__IYEAR|__|__|[MONTH|__|__|DAY

Result: 01 Normal 02 Abnormal, no clinical significance 03 Abnormal, significant clinically __

If abnormal, please describe

Whether chest CT lesion absorbed=50% than baseline??

0o NO 01 YES 02 Unidentified s Unknown
04 Other, please describe:

Chest CT ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Result: 01 Normal 02 Abnormal, no clinical significance 03 Abnormal, significant clinically __

If abnormal, please describe

Whether chest CT lesion absorbed=50% than baseline??

0o NO o0y YES 02 Unidentified D3z Unknown
04 Other, please describe:

Chest CT ooUnexamined, reason

Date: ||| _|_|YEAR| | _|MONTH| | _|DAY

Result: 01 Normal 0> Abnormal, no clinical significance 03 Abnormal, significant clinically __

If abnormal, please describe

Whether chest CT lesion absorbed=50% than baseline??

0o NO o1 YES 02 Unidentified 03 Unknown
04 Other, please describe:

Version: 3.0 (Date: 2020-02-25) Chest CT/ Page



Protocol Number: KY2020-29

Center Number |__|__|

Attachment
Out of Plan

Arterial Blood Gas Analysis

ooUnexamined, reason

Inhalation oxygen or not? 0o No miYes, (FiO2): %
Date:| | | | _|YEAR|__|__IMONTH|__|__|DAY
Result Result Interpretation
I Abnormal Unexami
tem S nifi
Measured Value Unit N(;'im No clinical Slgnltflca ned
significance n
clinically
Arterial partial pressure of 0O; mmHg 02
4 2 s Oo
oxygen (PaO2) Other.___
Oxygen saturation % 0a O
01 % 02 er: O 02 0s Oo
(Sa02) ' — |
Arterial Blood Gas Analysis ooUnexamined, reason
Inhalate oxygen or not? 0o No m:Yes, (FiO2): %
Date: |_ | || |YEAR|__|__|[MONTH|__|__|DAY
Result Result Interpretation
Abnormal Unexami
Item T
Measured Value Unit N(:;m No clinical Slgnltflca ned
significance n
clinically
Arterial partial pressure of 0Oy mmHg 02
4 2 k] o
oxygen (PaO2) Other:
Oxygen saturation % 0a O
1 % 0O2 er: O 2 k] o
(Sa02) ' — |

Version: 3.0 (Date: 2020-02-25)
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Protocol Number: KY2020-29 Attachment

Center Number |__|__|

Subject Screening Number |__| | | | | Out of Plan

Clinical status

oo No evaluation, reason

Date: ||| _IYEAR|__|__|MONTH|__|__|DAY
o1 Level 1: discharge
o2 Level 2: hospitalization, oxygen therapy is not required
os Level 3: hospitalization, require oxygen therapy
Result o4 Level 4:1CU/ hospitalization, require noninvasive ventilation (NIV)/
esu

High flow nasal catheter oxygen therapy (HFNC)
os Level 5:1CU, require extracorporeal membrane oxygenation
(ECMO)and/or invasive mechanical ventilation(IMV)
0e Level 6:Death

Clinical status

oo No evaluation, reason

Date: ||| _IYEAR|__|__|MONTH|__|__|DAY
o1 Level 1: discharge
o2 Level 2: hospitalization, oxygen therapy is not required
os Level 3: hospitalization, require oxygen therapy
Result o4 Level 4:1CU/ hospitalization, require noninvasive ventilation (NIV)/
esu

High flow nasal catheter oxygen therapy (HFNC)
os Level 5:1CU, require extracorporeal membrane oxygenation
(ECMO)and/or invasive mechanical ventilation(IMV)
oe Level 6:Death

Clinical status

oo No evaluation, reason

Date: | ||| _IYEAR|__|__|MONTH|__|__|DAY
01 Level 1: discharge
o2 Level 2: hospitalization, oxygen therapy is not required
oz Level 3: hospitalization, require oxygen therapy
Result o4 Level 4:1CU/ hospitalization, require noninvasive ventilation (NIV)/
esu

High flow nasal catheter oxygen therapy (HFNC)
os Level 5:ICU, require extracorporeal membrane oxygenation
(ECMO)and/or invasive mechanical ventilation(IMV)
oe Level 6:Death

Version: 3.0 (Date: 2020-02-25) Clinical Status / Page




Protocol Number: KY2020-29

Attachment

Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan

Signment of the Informed Consent Form (ICF)

Date of signing the Informed Consent

||| _IYEAR|__|__|MONTH|__|__|DAY

Version number of the Informed Consent

The version number of the protocol shall apply
when the Informed Consent is signed

Signment of the Informed Consent Form (ICF)

Date of signing the Informed Consent

||| _|YEAR|__|__[MONTH|__|__|DAY

Version number of the Informed Consent

The version number of the protocol shall apply

when the Informed Consent is signed

Signment of the Informed Consent Form (ICF)

Date of signing the Informed Consent

||| _|YEAR|__|__|[MONTH|__|__|DAY

Version number of the Informed Consent

The version number of the protocol shall apply
when the Informed Consent is signed

Signment of the Informed Consent Form (ICF)

Date of signing the Informed Consent

[YEAR|__|__IMONTH|__|__|DAY

Version number of the Informed Consent

The version number of the protocol shall apply
when the Informed Consent is signed

Signment of the Informed Consent Form (ICF)

Date of signing the Informed Consent

||| _|YEAR|__|__|[MONTH|__|__|DAY

Version number of the Informed Consent

The version number of the protocol shall apply
when the Informed Consent is signed




Protocol Number: KY2020-29

Hydroxychloroquine sulfate in Adult Patients With
2019-nCoV Respiratory Infection: A Multicenter,
Randomized, Open-Label, Controlled Study

Case Report Form

Center Number : .

Subject Number : 1 T

Abbreviation of Subject’s Name: I

Name of Center (regular script) :

Name of Doctor (regular script) :

The Version and Date Version 3.0 /February 25,2020

Applicable Clinical Type Severe type

CONFIDENTIAL

The information contained here relates to trade secrets and business information. These
business information terms confidential content or proprietary information, except as required
by regulations, shall not be disclosed by any person. Any individual who has access to the
document shall be aware of its proprietary or confidential nature and shall not disclose the
document without authorization. The restrictions on the confidentiality of the above
documents will apply to any information provided to you in the future that is marked as
proprietary or confidential.




Protocol Number: KY2020-29 Screening/Treatment
Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)

Guide to Fill out the Form

1. The case report form shall be recorded by an authorized person, and each page in the CRF shall
be carefully checked and signed.

2. The trial physicians should be famililar with the trial protocol and master the GCP principles.

3. Please write clearly and legibly with a sign pen in blue or black ink, preferably in capital letters for
English,for example: CASE REPORT FORM

4. When filling in Numbers in open squares, fill in one number in each box; If the number of digits
is less than the corresponding number of squares, please fill with zero.Spaces are not allowed.For

example: 56Kg, fill in the blanks as follows:] 0,5 ,6]. |00 [Kg.

5. The date is in the international ISO8601 date format: yyyymmdd. For example, December 21,
2007 was written as| 210,07 [YEAR| 1,2 |[Month| 2 11 |DAY,

“__» [[PRH

6. For the items with “0”in the form, please type “x”in the corresponding box, , or fill in the relevant
Numbers. If not done or the data is not available, please fill in ND(Not Done) or NK(not known) in the
corresponding space; NA is not applicable.

7.  Each item must be filled in accurately, do not arbitrarily alter, do not use correction fluid or other
ways to cover the original data. If you find any errors, please cross out the wrong record with a single
line so that the original record is still legible,then fill in the correct record at the top right, indicating the
name, abbreviation and date of modification.For example: 58.6 wszzorra,

—8.—The four of the Chinese phoneticize abbreviation of the patient's name should be filled in. Fill in
the first two letters of each word for the two-character name; fill in the first letter of three words and
the second letter of the third word or the three-character name; and fill in the first letter of each word
for the four-character name. The chinese phoneticize abbreviation of each patient's name should be
unified in their CRF. For example: Zhang Hong| Z|H |H | 0|, Li Shuming|L|S|M|I]|, Ou Yang
Xiaohui| O | Y | X | H|.

9. Do not change the format of the case report form. If you find that there is no place in the form to

fill in the information the recorder wishes to record, please contact the responsible CRA.

10. Upon completion of the case report form, the principal investigator shall examine each page of
the case report form and sign at the investigator's statement.



Protocol Number: KY2020-29

Screening/Treatment

Center Number |__|__|

Visit 1 (D-3~1)

Date of Current Visit: | | | | [Year| |

IMONTH|__|__|DAY

Sign the Informed Consent

Whether to sign informed consent

IZ]oNO 01 YES

Date of signing the Informed Consent

|1 [YEAR|__|__|MONTH]|
__|__|DAY

Version number of Informed Consent

The version number of the protocol shall apply when the

informed consent is signed

Confirm Inclusion/Exclusion Criteria

Do subjects meet all inclusion criteria and not all
exclusion criteria?

o1 YES oo NO

0. Does not meet the selection criteria, the selection

criteria number (multiple choices)

0lo2 o3o4o5o06 o7

oOther, Please describe:

0, Meet the exclusion criteria,the exclusion criteria

number (multiple choices)

0lo2 o3o04o506 o7 o8 o9

o Other, Please describe:

Demographic Data

Gender oimale oofemale

Date of ||_|_| | |YEAR|__|__|MONTH|__|__ |DAY If not available, please state
Birth age: |__|__|yearsold

Nationality | oiHan o20ther, Please describe:

History of 2019-nCoV Respiratory Infection

Date of first onset ||| _|YEAR|__|__[MONTH|__|__|DAY
History of exposure to related

causes within 14 days prior to | ipNO  01YES o2 Unknown

onset

Version: 3.0 (Date: 2020-02-25)

Page 1 of 61




Protocol Number: KY2020-29

Screening/Treatment

Center Number |__|__|

Subject Screening Number |__|__ | || |

Visit 1 (D-3~1)

Contact type (multiple choice)

o1 Contact with Hubei region
o2 Contact with person infected with 2019-nCoV

oz Unknown
o4 Other, please describe :
Previous anti-2019-nCoV 5oNO 5.YES
treatment or not
Date of first positive nucleic
i P ||| _|YEAR|__|__|[MONTH|__|__|DAY
acid test
Clinical type at enroliment a1Mild o2, Common  ossevere  ogcritical

Note: If the subject ever had a treatment for 2019-nCoV pneumonia,please fill in the form "past/combined

drug therapy" and "past/combined non-drug therapy".

History of Drug Allergy

Does the subject have a history of drug allergy?
ooNO o1YES, Please describe :

Past/Concomitant Disease History

Does the subject have any past/concomitant disease other than 2019-nCoV pneumonia?

oo NO 01 YES, Please fill in the form below.

Numb Disease Receive
m
Hmbe Disease Confirmed Date persists or End Date treatment
r not? or not?
| IYEAR | _IYEAR
NO NO
1 || [MONTH] DOYES || [MONTH] Ho VES
] |
__IDAY 1 _|_|DAY 1
| IYEAR | _IYEAR
NO NO
2 || [MONTH] DOYES L |MONTH| Ho VES
] O
__|DAY 1 e |DAY 1
| |YEAR | _IYEAR
NO NO
3 | IMONTH] EOYES L |MONTH| DDO vES
__IDAY 1 | |DAY 1
| |YEAR | _IYEAR
NO NO
4 |__IMONTH| s | IL_IMONTH s
__IDAY 1 | |DAY 1
| |YEAR |l |YEAR
NO NO
5 | IMONTH] EOYES | IMONTH] DDO vES
__|DAY 1 | |DAY 1
| IYEAR | _|IYEAR
NO NO
6 | IMONTH] EOYES | IMONTH] DDO vES
__IDAY 1 __|DAY 1

Version: 3.0 (Date: 2020-02-25)
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Protocol Number: KY2020-29

Screening/Treatment

Center Number |__|__ Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)
|1 _|YEAR 50NO |1 1 IYEAR 50NO
7 | |[MONTH] ©VES | |[MONTH] ©VES
__|DAY 1 _|_|DAY 1
| 1 __IYEAR 2 NO | 1 | IYEAR = NO
8 | IMONTH| DOYES . |MONTH| DOYES
___|DAY ! L |DAY 1
| 1 __IYEAR = NO | 1 | IYEAR = NO
9 | IMONTH| DOYES . |MONTH| DOYES
__|DAY ! __|_|DAY 1
| 1 __IYEAR 50NO | __IYEAR 50NO
10 | |[MONTH] . VES | |[MONTH] © VES
__IDAY 1 _ __|DAY 1
Vital Signs oo Unexamined, reason:
Date |_|_|_|_|YEAR|_|_| MONTH |_|_| DAY
Dailv maximum Measureme | o1 Axilla oz Oral oz Anus
t Y ) e nt method o4 Ear  os Unknown o Other, please
emperature
P describe
Respiratory |__|__|times/min Pulse |__|__|__|times/min
Blood pressure | |__|__|__[|__|__|__| mmHg (Systolic/diastolic blood pressure)
Physical Examination oo Unexamined, reason:
Date | [ |YEAR| | ||V|ONTH|_|_|DAY
Result
1= Normal
2= Abnormal, No Clinical
Inspection Part significance If abnormal, please describe
3= Abnormal, with Clinically
significant
0=Unexamined
General appearance | 01 | 02 [ls Lo
Head 01 | o2 Cls | Lo
Eyes 01 | O2 (s | Clo
Version: 3.0 (Date: 2020-02-25) Page 3 of 61




Protocol Number: KY2020-29 Screening/Treatment
Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)
Nose 01 | o2 Lls | Llo
Larynx 01 | o2 Lls | Llo
Neck and thyroid | o1 | 02 LIz | Llo
Skin 01 | O2 (s | o
Cardiovascular
01 | O2 ER
system
Chest and lungs 01 | 02 R
Abdomen 01 | o2 Lls | Llo
Nervous system 01 | o2 Lls | Llo
Musculoskeletal
01 | O2 E
system
Lymphatic system 01 | O2 Cls | Co

Respiratory symptoms

ooUnexamined, reason:

Date:l [ |YEAR|

__IMONTH|__,__|DAY

Whether the subject has respiratory symptoms or not: oo NO

01 YES, Please describe:

Blood Count oo Unexamined, reason
Date: |___ | |YEAR|____|[MONTH|____ |DAY Normal range Number. |__| | ||
Result Result Interpretation
nex
tem measured Unit le'ma No Clinii:lnorm(?llinically ﬁise;
values significance | significant

Red Blood Cell (RBC) 01102/ O2 Other: mpl 02 mE] o
White blood cell 01 109/L Oz Other: | Or O2 Os To
Hemoglobin (Hb) 01 g/L Oz Other: | O m O3 o
Platelet (PLT) 01 109/L Oz Other: | D1 O2 O3 To
Neutrophil (ANC) 01 109/L Oz Other: | Ot P mE} o
Lymphocyte (LY) 01 10%L O2Other: | Oh m) Os Oo
Monocyte (MO) 01 1091 Oz Other: O o Os o
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Protocol Number: KY2020-29 Screening/Treatment
Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)
Eosinophil (EO) 01 10%/L 02 Other: mfl 02 O3 Oo
Basophil (BA) 01 109/L O2 Other: | 02 Os Oo
Blood Biochemistry oo Unexamined, reason
Date: |__ | |__|YEAR|___ _|[MONTH|____|DAY Normal range Number: |__ | | ||
Result Result Interpretation
- Abnormal Unexa
em ini .
Measured Unit Norma No Clinical .Cll.mcal mined
value 1 P significanc
significance e
Glutamic-pyruvic transaminase UIL ot
O Oz2 Other: O O O O
(ALT) 1 2 1 2 3 0
Glutamic-oxalacetic
transaminease (AST) 01 UL Oz Other: 04 O2 O3 Oo
Total bilirubin (TBIL) 01 umol/L Oz Other: ] 02 O3 Oo
Albumin (ALB) 01 g/L Oz Other: ] 02 Os o
y- glutamyl
transpeptidas (GGT) 01 U/L Oz Other: 04 O2 O3 Oo
Lactic dehydrogenase
01 UL Oz Other: mp O2 O3 Oo
(LDH)
Creatine kinase (CK) 01 UL Oz Other: ] 02 Os Oo
Creatine kinase isoenzyme O UL Oy Other: . . . -
T.
(CK-MB) 1 2 € 1 2 3 0
Blood urea nitrogen 5 UL O Other: 5 - - -
mmo er.
(BUN) 1 2 T 1 2 3 0
Urea (Urea) Oi1mmol/L 02 Other: ] 02 Os Oo
Serum creatinine (CR) Orumol/L Oz Other: O O2 Os Do
Urine Test oo Unexamined, reason
Date: |_ | | |YEAR|___ |[MONTH|____ |DAY Normal range Number: |__ | | | |
Result Result Interpretation
Unexa
Item Abnormal :
I Unit NI No Clinical |Clinical mined
value 1 Aot -
significance |significance
Urine Protein O1Not Applicable Oz Other - O O2 Os Oo
Urine Glucose O+ mmoliL Dz Other = | 02 Os o
i . O2 Other :
Urine PH value 01 Not Applicable 04 O2 O3 Oo
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Protocol Number: KY2020-29 Screening/Treatment
Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)
i 01 Not Applicable | o 02 Os3 Do
Urine Erythrocyte Dz Other
i 01 Not Applicable | o 02 Os3 Do
Urine Leukocyte Dz Other
Urine Ketone Ot Not Applicable =2 Other = | ) Oz Os Do
Coagulation Function 0o Unexamined, reason
Date: |__ | |__|YEAR|___ _|[MONTH|____|DAY Normal range Number: |__ | | ||
Result Result Interpretation Unexa
It Abnormal il
o G ITRE Unit Norma < Clinical [Clinical e
value 1 N P Unit
significance |significance
ProthrombinTime (PT) 1S D2 Other = | Oz O3 Do
Activated Partial _
Thromboplastin Time hS Dz Other | O Os o
(APTT) —_—
Thrombin Time (TT) 1S Dz Other | o, 02 Os Co
Fibrinogen (Fbg) o1 g/l D2 Other = | 02 Os Do
International Normalized Oy Other
Ratio (|NR) 01 Not Applicable 04 [mp) O3 Oo
C-Reactive Protein (CRP) oo Unexamined, reason
Date: | _|_ | |_IYEAR|___|[MONTH|____|DAY Normal range Number: || | ||
Item Result Result Interpretation
Abnormal
C-R tive Profi M‘e,zi::ed Unit Nonl"ma No Clinical Clinical
-Reactive Protine s Sttt
(CRP) 01 mg/L Oz Other: 04 O2 O3
Erythrocyte Sedimentation Rate (ESR) 0o Unexamined, reason
Date: |___ | |__|YEAR|___ |[MONTH|____|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Measured Norma Abnormal
Erythrocyte Sedimentation|  value Unit i No Clinical Clinical
significance significance
R ESR
ate (ESR) O1mm/h Oz Other: | 02 Os
TNF-a oo Unexamined, reason
Date: |__ | |__|YEAR|___ |[MONTH|___|DAY Normal range Number: |__ | | ||
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Protocol Number: KY2020-29 Screening/Treatment
Center Number |__|__| Subject Screening Number |__|_ | | | Visit 1 (D-3~1)
Item Result Result Interpretation
U
M:Z‘slllllzed Unit N011'ma No Clinical Clinical
TNF-a significance significance
Ot1pg/mL  |O20ther: | Ot O2 Os
IL-6 ooUnexamined, reason
Date: |___ | |__|YEAR|___ _|[MONTH|____|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation
M d N Abnormal
S Unit 1™ No Clinical Clinical
IL-6 significance significance
O1pg/mL  |O20ther: 1 L2 U3

Urine or serum HCG (Only applicable to women of childbearing age)

ooUnexamined, reason

o1Not Applicable (Man or woman without fertility)

Date: |

L 1 |YEAR|____|[MONTH|____|DAY

Sample: O1Blood 02 Urine

Result: O1Negative 02 Positive

Routine 12 Leads Electrocardiogram

ooUnexamined, reason

Date:l ] |YEAR| |

IMONTH|__, _|DAY

Result: oiNormal

ozAbnormal, No Clinical significance

osAbnormal, Clinically significant

If“Abnormal”, please describe:

Chest CT ooUnexamined, reason

Date:l ] |YEAR| | |MONTH|_|_|DAY

Result:

osNormal o2 Abnormal, No Clinical significance oz Abnormal, Clinical significanct

If abnormal, please describe

Nucleic Acid Test of 2019-nCov

oo Unexamined, reason

Sampling Part (mutiple choice): oiUpper respiratory tract o.Lower respiratory tract
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Protocol Number: KY2020-29 Screening/Treatment

Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)

Date: |__ | | |YEAR|___|[MONTH|____|DAY

Upper respiratory tract Result: 04 Negative 02 Positive oz Unidentified o4 Other,
please describe
Date: |_ | | |YEAR|___|[MONTH|____|DAY

Lower respiratory tract Result: 04 Negative 02 Positive oz Unidentified os Other,
please describe
01 Negative 02 Positive o3 Unidentified os Other, please

Result .

describe

Pulse oxygen saturation (without oxygen inhalation ) ooUnexamined, reason

Date: |_ | . |YEAR| | |[MONTH| _|DAY

Measured Value: % (Rest state)

Arterial Blood Gas Analysis ooUnexamined, reason

Inhalate oxygen or not? [1oNo [liYes, (FiO2): %
Date: |__ | || |YEAR|__|__|[IMONTH|__|__|DAY
Result Result Interpretation
Abnormal Unexamin
Ttem Measured Value Unit Nmima No Clinical |Significan ed
significance |t clinically
Arterf)l( pa;ﬂa:lfrtz)szs)ure of OpmmHg Oz O, C, s (o
Y9 a Other:
Oxygen saturation
v 0:.% Oz Other: Cy P I (o
(Sa02) -
Clinical status oo No evaluation, reason
Date: | ||| _IYEAR|__|_|MONTH|__| __|DAY

[]; Level 1: discharge

[ Level 2: hospitalization, oxygen therapy is not required

s Level 3: hospitalization, require oxygen therapy

[ s Level 4:1CU/ hospitalization, require noninvasive ventilation (NIV)/
High flow nasal catheter oxygen therapy (HFNC)

[Js Level 5:ICU, require extracorporeal membrane oxygenation

Result
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Protocol Number: KY2020-29 Screening/Treatment
Center Number |__|__| Subject Screening Number |__|_ ||| | Visit 1 (D-3~1)

(ECMO)and/or invasive mechanical ventilation(IMV)
[(Je Level 6:Death

Screening Result oo Not Evaluated, reason

Is the subject screened successfully?
o0  NO, the main cause of failure screening:

ol  YES, please randomize

Randomize Date: || | | |YEAR|_ | _|MONTH|__|_ |DAY

Randomize Number:

Randomized Group o1 Experimental group o2 Control group

If any adverse events have occurred since the signing of the informed consent, please fill in
the form of "adverse events"; If there is medication combination, please fill in the form
"previous/combined medication"; If there is combined non-drug therapy, please fill in the
"previous/combined non-drug therapy" form; If there is an out-of-plan inspection, please fill in
the "out-of-plan inspection" form; If there is IMV/NIV, ECMO, HFNC, oxygen therapy, please
fill in the "IMV/NIV, ECMO, HFNC, oxygen therapy" form.
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Protocol Number: KY2020-29 Treatment

Center Number |__|_ | Subject Screening Number Visit 2 (D4+1d)
| B
Date of Current Visit: |__ | | | |YEAR|__,__ |[MONTH|__,_ |DAY
Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|__|MONTH|__|__|DAY

. . o1 Axilla  o20ral o3 Anus

Daily maximum Measureme
e 04 Ear os Unknown op Other, please
temperature - nt method .
describe

Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min

Blood pressure | |__|__|__[/|__|__|__| mmHg (Systolic/diastolic blood pressure)

Respiratory symptoms ooUnexamined, reason

Date: ||| _|_|YEAR|_|_|MONTH| | _|DAY

Whether the subject has respiratory symptoms or not: o0 NO ol YES, please describe:

Result: oi1Normal o2 Abnormal,No Clinical significance o3 Abnormal,Clinically significant
Blood Count ooUnexamined, reason
Date: |__ | | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__|_ | | |
Result Result Interpretation v
Ttem Mgz;sl:lll‘;ed Unit Normal | No Clilﬁg:orm(?llinical mlil‘f:;
significance |significance
Red Blood Cell (RBC) 0110'2L  O20ther: | Ot 02 O3 Oo
White Blood Cell 01109%L  O20ther: | O1 02 Os Do
Hemoglobin (Hb) O1g/L O:0ther: | O1 02 O3 Oo
Platelet (PLT) 0110%L  O20ther: | Ot 02 O3 Do
Neutrophil (ANC) 0110%L  O20ther: _ ] 02 O3 Oo
Lymphocyte (LY) 0110%L  O20ther: | O1 02 O3 Oo
Monocyte (MO) 0110%L  O20ther: | D1 02 O3 Oo
Eosinophil (EO) 01 10%/L O20ther: 04 02 Os Oo
Basophil (BA) 0110%L  O20ther: _ my 02 Os Oo
Blood Biochemistry ooUnexamined, reason
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Protocol Number: KY2020-29 Treatment
Center Number |__|_ | Subject Screening Number Visit 2 (D4+1d)
O B
Date| | | | |IYEAR| _|__IMONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Int(:l[))retatioil Unex
Item norma amin
i GERLTTEG Unit Normal [No Clinical | _ Clinical .
Value O L ed
significance | significance
Glutamic-pyruvic DOther
transaminase (ALT) 01 U/L 20ther: mp O2 O3 Oo
Glutamic-oxalacetic , SOther
transaminease (AST) 01 UL 20ther: O O2 Os Oo
Total Bilirubin (TBIL) O1pmol/L  O20ther: O ) Os Do
Albumin (ALB) 01 g/l O20ther: mp 02 O3 Oo
y- glutamyl transpeptidas
(GGT) 01 UL O20ther: mp 02 O3 o
Lactic dehydrogenase
(LDH) 01 UL O20ther: 4 02 Os Oo
Creatine kinase (CK) 01 UL O20ther: O O Os Oo
Creatine kinase / COthar
isoenzyme (CK-MB) B UL Dther. | b2 s Ho
Blood urea nitrogen
(BUN) O1mmol/L  O20ther: 4 O2 O3 Oo
Urea (Urea) O1mmol/L  O20ther: O O Os Do
Serum creatinine (CR) O1pmol/L  O20ther: O O Os Oo
Urine Test ooUnexamined, reason
o1 Not Applicable
Date: |__|__|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Result Result Interpretation
Unexa
Item Abnormal L
Measured Unit It No Clinical Clinical mined
Value 1 .. ..
significance | significance
. . O1Not
Urine Protein , O20ther: 04 02 O3 Oo
Applicable
Urine Glucose O+ mmol/L  O20ther: 04 02 O3 Do
. O Not
Urine PH value , O20ther: mfl 02 m Oo
Applicable
. O1Not
Urine Erythrocyte , O20ther: O Oz Os Do
Applicable
. O1Not
Urine Leukocyte , O20ther: O Oz Os Do
Applicable
. O1Not
Urine Ketone , O20ther: mfl 02 O3 Oo
Applicable
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Protocol Number: KY2020-29

Treatment

Center Number |__|__|

Subject Screening Number

Visit 2 (D4+1d)

Coagulation Function

ooUnexamined, reason

Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexa
Item Abnormal |
Measured Unit NO'MA NG Clinical | Clinical | mined
significance | significance
ProthrombinTime (PT) 1S O20ther: O 02 Os Oo
Activated Partial
Thromboplastin Time 018 O20ther: O 02 O3 Oo
(APTT)
Thrombin Time (TT) 01 S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) 01 g/l O20ther: O Oz Os Oo
International Normalized O1Not ot
. er. O O O O
Ratio (INR) Applicable z k 2 : °
C-REACTIVE PROTEIN (CRP) ooUnexamined, reason
Date: |_| | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range
Number: |_| |_|_|
Item Result Result Interpretation
M red Norm Abnormal
C-REACTIVE PROTEIN |  value Unit OTMANo Clinical Clinical
significance significance
RP
(CRP) Oimg/L  O20ther: | 2 03
Erythrocyte Sedimentation Rate (ESR) ooUnexamined, reason
Date: |__ ||| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation
Abnormal
Erythrocyte Measured Unit Normal <5 Ciinical Clinieal
. . D {emifi
Sedlmentatlon Rate 51gn1ﬁcance significance
O1mm/h O:0ther: 01 O2 Os
(ESR) E—
TNF-a ooUnexamined, reason
Date: |__|__|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Ms,zsl:iged Unit le‘ma No Clinical Clinical
TNF-a significance significance
O1pg/mL  |O20ther: _ | O 02 Os
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Protocol Number: KY2020-29 Treatment

ICe?telr l\llurr|1be|r [ Subject Screening Number Visit 2 (D4+1d)
IL-6 ooUnexamined, reason
Date: |_|_ | _|__IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
M d N Abnormal
Value Unit *1™ No Clinical Clinical
IL-6 significance significance
Otpg/mL  |O:0ther: | Ot 02 Os
Nucleic Acid Test of 2019-nCov oo Unexamined, reason

o1 Not Applicable

Sampling Part: oiUpper respiratory tract o.Lower respiratory tract

Date: |_|__|__|__|YEAR|_|_[MONTH|_|__|DAY Date: |__|__[:|__|_|
Result 01 Negative 02 Positive 03  Unidentified o4 Other | please
describe

Pulse oxygen saturation (without oxygen inhalation ) ooUnexamined, reason

Date: | || _|_|YEAR| | _|MONTH| | _|DAY

Measured Value: % (Rest state)

Arterial blood gas analysis ooUnexamined, reason
o1 Not applicable

Oxygen inhalation: oiNo o2Yes, FiO2: %
Date: |_|_|_|_|YEAR|_|_|MONTH|__|__|DAY
Normal range Number: |, | | |
Result Result Interpretation
Abnormal Unexami
Item
Measured Unit NOYMANo Clinical | Clinical | Med
significance |significance
Pa02 O1mmHg Oz Other: 04 02 Os Co
Sa02 01 % 02 Other: 04 02 Os Oo

If any adverse events have occurred since the last visit, please fill in the “adverse events”
form. If there is medication combination, please fill in the “previous/combined medication”
form; If there is combined non-drug therapy, please fill in the “combined non-drug therapy”
form; If there is an out-of-plan inspection, please fill in the “out-of-plan inspection” form.
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Protocol Number: KY2020-29 Treatment

Center Number |__|__| Subject Screening Number ||| | | | Visit 3 (D7x1d)
Date of Current Visit: | | | | |YEAR| __|__|[MONTH|__| __|DAY
Vital Signs ooUnexamined, reason
Date ||| _IYEAR|__|__|IMONTH|__| DAY
Dail ) M ) o1 Axilla D20ral o3 Anus
aily maximum easuremen
y e o4 Ear  os Unknown o Other, please
temperature - method _
describe
Respiratory |__|__|times/min Pulse |__|_|__|times/min
Blood pressure | |__|__|__|/|__|__|__| mmHg (Systolic/diastolic blood pressure)
Respiratory symptoms ooUnexamined, reason
Date: |__|_ | | _|YEAR|__|__|[MONTH|__|__|DAY
Whether the subject has respiratory symptoms or not: o0 NO ol YES, please describe:
Result: oi1Normal o2 Abnormal,No Clinical significance oz Abnormal,Clinically significant
Blood Count ooUnexamined, reason
Date: |__|_|_| _|YEAR|__|__|MONTH|__|__|DAY Normal range Number: |_| | | |
Result Result Interpretation
Abnormal Unexa
Ttem Mg}asured Unit Normal [No Clinical | Clinically | mined
alue P o
significance | significant
Red Blood Cell (RBC) 0110'%L  O20ther: my 02 Os Do
White Blood Cell O110%L  O20ther: O 02 Os Do
Hemoglobin (Hb) O1g/L O20ther: O 02 Os Do
Platelet (PLT) O110%L  O20ther: O 02 Os Do
Neutrophil (ANC) 0110%L  O20ther: O1 02 Os Oo
Lymphocyte (LY) 0110%L  O20ther: mg 02 Os Do
Monocyte (MO) 0110%L  O20ther: 04 02 O3 Oo
Eosinophil (EO) 0110%L  O20ther: 04 02 O3 Oo
Basophil (BA) 0110%L  O20ther: 04 02 O3 Oo
Blood Biochemistry ooUnexamined, reason
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Protocol Number: KY2020-29 Treatment

Center Number |__|__| Subject Screening Number ||| | | | Visit 3 (D7x1d)
Date|__ | | | _IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexa
Item Abnormal )
Mslasured Unit Normal | No Clinical | Clinically | mined
alue Ah S
significance | significant
Glutamic-pyruvic UL SOther:
transaminase (ALT) b Other- | b2 Hs Ho
Glutamic-oxalacetic . Other-
transaminease (AST) O U 20ther- | O b2 Hs Ho
Total Bilirubin (TBIL) O1umol/L  O20ther: O O Os Do
Albumin (ALB) 01 g/L O20ther: 01 02 O3 Do
y- glutamyl transpeptidas
9 (éGT) 01 U/L O20ther: mp O2 O3 Oo
Lactic dehydrogenase
(LDH) 01 UL O20ther: mp 02 O3 Oo
Creatine kinase (CK) 01 U/L O20ther: O 02 Os Do
Creatine kinase / Other:
ISOanyme (CK'MB) 4 U/L [d20ther: 1 2 O3 Oo
Blood urea nitrogen
(BUN) O1mmol/L  O20ther: 4 02 [mE Oo
Urea (Urea) O1mmol/L  O20ther: mp 02 Os Do
Serum creatinine (CR) O1pmol/L  O20ther: O 02 Os o
Coagulation Function ooUnexamined, reason
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexam|
It Abnormal [
em Measured Unit NormarS - Clinical | Clinically | ined
alue 1 . . o .
significance | significant
ProthrombinTime (PT) 01S O20ther: O 02 Os Do
Activated Partial
Thromboplastin Time 01S O20ther: m 02 O3 Do
(APTT)
Thrombin Time (TT) 1S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) O1 g/l O20ther: O O2 Os Co
International Normalized O1Not S0t
. ther: O O O O
Ratio (INR) Applicable z k 2 * °

C-REACTIVE PROTEIN (CRP) ooUnexamined, reason

Date: |_ || | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__|
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Protocol Number: KY2020-29

Treatment

Center Number |__|__|

Visit 3 (D7+1d)

Item Result Result Interpretation
Ab 1
Measured Uni Norma = florma Y
C-REACTIVE PROTEIN Value nit 1 No Clinical Clinically
significance significant
CRP
( ) Oimg/L  O20ther: 1 t2 03
Erythrocyte Sedimentation Rate (ESR) ooUnexamined, reason
Date: |_|_|_ | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: |_|_|_|_|
Item Result Result Interpretation
Abnormal
Erythrocyte M:,Zslﬁzed Unit Nonl'ma No Clinical Clinically
Sedimentation Rate significance significant
(ESR) O1mm/h O20ther: 01 02 Os
TNF-a ooUnexamined, reason
Date: |_|_| | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Mﬁ,’;sl'l‘lged Unit N"?m' No Clinical Clinically
TNF-a significance significant
O1pg/mL  |O20ther: 1 U2 ts
IL-6 ooUnexamined, reason
Date: |_ | _| | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: |___ | ||
Item Result Result Interpretation
Abnormal
Ms,*;sl';zed Unit N°§ma No Clinical Clinically
IL-6 significance significant
O1pg/mL  |O20ther: i 02 03

Nucleic Acid Test of 2019-nCov

oo Unexamined, reason

Sampling Part (mutiple choice): oiUpper respiratory tract o,Lower respiratory tract

Upper respiratory tract

Date: |_ | | |YEAR|__,_ _|[MONTH|____|DAY
Result: 01 Negative o, Positive o3 Unidentified o4 Other,

please describe
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Lower respiratory tract

Protocol Number: KY2020-29 Treatment
Center Number |__|__| Subject Screening Number || | | | | Visit 3 (D7+1d)
Date: |__ | |YEAR|____|[MONTH|____|DAY

Result: 01 Negative o, Positive o3 Unidentified os Other,
please describe

Result

01 Negative o, Positive o3 Unidentified o4 Other, please
describe

Pulse oxygen saturation (without oxygen inhalation ) ooUnexamined, reason

Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY

Measured Value:

% (Rest state)

Arterial blood gas analysis ooUnexamined, reason
o1 Not applicable

Oxygen inhalation: oiNo o.Yes, FiO2: %
Date: | _|_ | | __IYEAR|__|__|IMONTH|__|__|DAY
Normal range Number: |__ | | ||
Result Result Interpretation
Abnormal Unexami
Item
Measured Unit e No Clinical | Clinical ned
Value 1 L. ..
significance |significance
Pa0O2 O1mmHg Oz Other: my 02 Os Do
Sa02 01% 02 Other: my O2 Os Do
Clinical status oo No evaluation, reason
Date: ||| _IYEAR|__|__|IMONTH|__|__|DAY

Result

[1; Level 1: discharge

[ 12 Level 2: hospitalization, oxygen therapy is not required

s Level 3: hospitalization, require oxygen therapy

(4 Level 4:1CU/ hospitalization, require noninvasive ventilation (NI1V)/
High flow nasal catheter oxygen therapy (HFNC)

[lsLevel 5:ICU, require extracorporeal membrane oxygenation
(ECMO)and/or invasive mechanical ventilation(IMV)

[Je Level 6:Death

If any adverse events have occurred since the last visit, please fill in the “adverse events”
form. If there is medication combination, please fill in the “previous/combined medication”
form; If there is combined non-drug therapy, please fill in the “combined non-drug therapy”
form; If there is an out-of-plan inspection, please fill in the “out-of-plan inspection” form.
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Protocol Number: KY2020-29

Treatment

Center Number |__ ||

Visit4 (D10+1d)

Date of Current Visit: | | | | |YEAR| __|__|[MONTH|__| __|DAY
Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|__|MONTH|__|__|DAY

Dail ) M o1 Axilla o20ral o3 Anus

aily maximum easureme

y e 04 Ear os Unknown oe Other, please
temperature - nt method )
describe

Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min

Blood pressure | |__|__|__|/|__|__|__| mmHg (Systolic/diastolic blood pressure)

Respiratory symptoms

ooUnexamined, reason

Date: |__| | | _|YEAR|

|__IMONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: o0 NO

ol YES, please describe:

Result: oi1Normal o2 Abnormal,No Clinical significance oz Abnormal,Clinically significant
Blood Count ooUnexamined, reason
Date: |__|_ | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation v
Ttem Mg}z;sl:llléed Unit Normal 1\_10 _Clilﬁ?iﬁoné_fl?iln.ically mlil‘f:;
significance | significant
Red Blood Cell (RBC) 0410'2/L  O2Other: | D1 Oz Os Do
White Blood Cell 0110%L  O20ther: _ 04 02 Os Oo
Hemoglobin (Hb) O1g/L O:0ther: | O1 02 O3 Oo
Platelet (PLT) 0410%L  O20ther: O O2 O3 o
Neutrophil (ANC) 0110%L  O20ther: | Ot 02 O3 Oo
Lymphocyte (LY) 01109L  O20ther: | Ot 02 O3 Do
Monocyte (MO) 0¢10%L  O20ther: | O 02 O3 Do
Eosinophil (EO) 0110%L  O20ther: | D1 02 O3 Oo
Basophil (BA) 0110%L  O20ther: _ my 02 Os o

Blood Biochemistry

ooUnexamined, reason
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Protocol Number: KY2020-29 Treatment
Center Number |__|__| Subject Screening Number || | | | | Visit 4 (D10+1d)
Date|__ | | | _IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexa
Item Abnormal !
M:’Zsl?lzed Unit Normal | No Clinical | Clinically | mined
significance | significant
Glutamic-pyruvic . S,Other-
transaminase (ALT) 01 U/ 20ther: | O 02 Os Clo
Glutamic-oxalacetic Other-
transaminease (AST) OiUL O20ther: | O O2 Os Co
Total Bilirubin (TBIL) O1umol/L  O20ther: O O Os Do
Albumin (ALB) 01 glL O20ther: 04 02 O3 Oo
y- glutamyl transpeptidas
9 (éGT) 04 UL O20ther: mp O2 O3 Oo
Lactic dehydrogenase L other:
(LDH) 04 U/ 20ther: 01 O2 O3 Co
Creatine kinase (CK) 01 U/L O20ther: O 02 Os Do
Creatine kinase Other-
|Soenzyme (CK'MB) 4 U/L [d20ther: 4 2 O3 Oo
Blood urea nitrogen . Other-
(BUN) O1mmol/L  O20ther: 04 02 O3 Oo
Urea (Urea) O1mmol/L  O20ther: mp 02 Os Do
Serum creatinine (CR) O1pmol/L  O20ther: O 02 Os o
Coagulation Function ooUnexamined, reason
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexam|
It Abnormal [
o Measured Unit NormarS - Clinical | Clinically | ined
alue 1 P c .
significance | significant
ProthrombinTime (PT) 01S O20ther: O 02 Os Do
Activated Partial
Thromboplastin Time 01S O20ther: m 02 O3 Do
(APTT)
Thrombin Time (TT) 1S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) O1 g/l O20ther: O O2 Os Co
International Normalized O+Not DOther
Ratio (INR) Applicable 20ther: | [ 02 O3 Oo

C-REACTIVE PROTEIN (CRP)

ooUnexamined, reason

Date: | | | |

|[YEAR]

|__IMONTH|__|__|DAY

Number: |

Normal range
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Protocol Number: KY2020-29

Treatment

Center Number |__ ||

Visit4 (D10+1d)

Item Result Result Interpretation
M d N Abnormal
C-REACTIVE PROTEIN szzflﬁze Unit 011'ma No Clinical Clinically
significance significant
CRP
( ) 01 mg/L O20ther: 04 O2 Os

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_|_|_|__IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Erythrocyte M:,Zslﬁzed Unit Nonl'ma No Clinical Clinically
Sedimentation Rate significance significant
O1mm/h O20ther: 01 O2 O3
(ESR) E—
TNF-a ooUnexamined, reason
Date: | _|_ | | __IYEAR|__|__|IMONTH|__|__|DAY Normal range Number: |__ | | |
Item Result Result Interpretation
Abnormal
M:,Zslﬁzed Unit Nonl'ma No Clinical Clinically
- significance significant
TNF-a ignifi ignifi
Ot pg/mL | O20ther: O 02 O3
IL-6 ooUnexamined, reason
Date: | | | | __IYEAR|__|__|IMONTH|__|__|DAY Normal range Number: || | ||
Item Result Result Interpretation
Abnormal
Ms/z;slllxlzed Unit Nonl‘ma No Clinical Clinically
IL-6 significance significant
Ot pg/mL | O20ther: O 02 03

Nucleic Acid Test of 2019-nCov

oo Unexamined, reason

Sampling Part (mutiple choice): oiUpper respiratory tract o.Lower respiratory tract

Upper respiratory tract

Date: |_ | |
Result: o1 Negative o2 Positive
please describe

1 |YEAR|__|__|[MONTH|____|DAY

os Unidentified o4 Other,

Lower respiratory tract

Date: |_|_|_|_|YEAR|_|_|MONTH|_|_|DAY

Result: 01 Negative o, Positive
please describe

oz Unidentified o4 Other,

Result

01 Negative 02 Positive o3 Unid
describe

entified o4 Other, please
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Protocol Number: KY2020-29

Treatment

Center Number |__ || Subject Screening Number |__ ||

Visit4 (D10+1d)

Pulse oxygen saturation (without oxygen inhalation )

ooUnexamined, reason

Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY

Measured Value: % (Rest state)

Arterial blood gas analysis ooUnexamined, reason

o1 Not applicable

Oxygen inhalation: oiNo oaYes, FiO2: %
Date: |_|_ | | __IYEAR|__|__|[MONTH|__|__|DAY
Normal range Number: |[___ | | |
Result Result Interpretation
Abnormal Unexami
Item
Meé;ii‘,?" Unit N"rlma No Clinical | Clinical ned
significance |significance
Pa02 O1mmHg Oz Other: O O O3 Oo
Sa02 01% 02 Other: O O Os Oo

If any adverse events have occurred since the last visit, please fill in the “adverse events”
form. If there is medication combination, please fill in the “previous/combined medication”
form; If there is combined non-drug therapy, please fill in the “combined non-drug therapy”
form; If there is an out-of-plan inspection, please fill in the “out-of-plan inspection” form;lf
there is IMV/NIV, ECMO., HFNC. oxygen therapy, please fill in the “IMV/NIV, ECMO, HFNC.

oxygen therapy” form.

1
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Protocol Number: KY2020-29

Treatment

Center Number |_|__|

Visit 5 (D14+1d)

Date of Current Visit: | | | | |YEAR| __|__|[MONTH|__| __|DAY
Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|__|MONTH|__|__|DAY
. . o1 Axilla 020ral  osAnus
Daily maximum Measureme
e 04 Ear os Unknown oe Other, please
temperature - nt method )
describe
Respiratory ) ] ) ]
|| |times/min Pulse ||| __|Jtimes/min
Rate
Blood pressure | |__|__|_|/|__|__|__| mmHg (Systolic/diastolic blood pressure)

Respiratory symptoms ooUnexamined, reason

Date: ||| _|_|YEAR|[_|_|MONTH| | _|DAY

Whether the subject has respiratory symptoms or not: o0 NO

ol YES, please describe:

Result: o1Normal o2 Abnormal,No Clinical significance o3 Abnormal,Clinically significant
Blood Count ooUnexamined, reason
Date: |__|_ | _|__|YEAR[__|__|[MONTH|__|__|DAY Normal range Number: |__|_ | ||
Result Result Interpretation v
Ttem Mg}z;sl:llléed Unit Normal No .Clilﬁi);()ng?iln.ically mlil‘f:;
significance | significant
Red Blood Cell (RBC) 0110'2L  O20ther: | D1 m O3 Oo
White Blood Cell 01109L  O20ther: | O1 02 O3 Do
Hemoglobin (Hb) O1g/L O20ther: [mE] O2 O3 Oo
Platelet (PLT) 0410%L  O20ther: O O2 O3 o
Neutrophil (ANC) 0110%L  O20ther: | Oh1 02 Os Do
Lymphocyte (LY) 0110%L  O20ther: | Ot 02 O3 Oo
Monocyte (MO) 0¢10%L  O20ther: | O 02 O3 Do
Eosinophil (EO) 0110%L  O20ther: | O1 02 Os Do
Basophil (BA) 01 10%/L O20ther: 04 02 Os Oo

Blood Biochemistry ooUnexamined, reason

Date|_|__|_|_|YEAR|__|__|[MONTH|__|__|DAY

Normal range Number: |__|
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Protocol Number: KY2020-29

Treatment

Center Number |_|__|

Visit 5 (D14+1d)

Result Result Interpretation
Unexa
L Measured Unit Normal Almonmied mined
Value No Clinical | Clinically
significance | significant
Glutamic-pyruvic SOther
transaminase (ALT) 09 U/L 20ther: mp O2 O3 Oo
Glutamic-oxalacetic UL SOther
transaminease (AST) O e D2 Ds Do
Total Bilirubin (TBIL) O1pmol/L  O20ther: O ) Os Do
Albumin (ALB) 01 g/l O20ther: O 02 Os Oo
y- glutamyl transpeptidas _
(GGT) 01 UL O20ther: mp Oz O3 Oo
Lactic dehydrogenase . COthar
(LDH) 04 U/ 20ther: 01 O2 O3 Co
Creatine kinase (CK) O U/L O20ther: O O Os o
Creatine kinase UL Other
isoenzyme (CK-MB) b 2Other. | O H2 s Ho
Blood urea nitrogen L DaOther:
(BUN) 09 mmo 20ther: 4 2 O3 Oo
Urea (Urea) O1mmol/L  O20ther: 01 02 Os Do
Serum creatinine (CR) O1pmol/L  O20ther: O 02 Os o
Coagulation Function ooUnexamined, reason
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexam|
Item Abnormal '
Measured Unit Normarg - Clinical | Clinically | ined
alue 1 . . o .
significance | significant
ProthrombinTime (PT) 01S O20ther: 04 02 Os Oo
Activated Partial
Thromboplastin Time 01S O20ther: O P Os To
(APTT)
Thrombin Time (TT) 1S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) O g/l O20ther: O O2 Os Do
International Normalized O1Not S0t
. ther: O O O O
Ratio (INR) Applicable z k 2 : 0
C-REACTIVE PROTEIN (CRP) ooUnexamined, reason
Date: |__ | _|_| |YEAR|__|__IMONTH|__|__|DAY Normal range
Number: |___ | ||
Item Result Result Interpretation
Measured | Unit Norma Abnormal
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Protocol Number: KY2020-29

Treatment

Center Number |_|__|

Visit 5 (D14+1d)

C-REACTIVE PROTEIN

(CRP)

Value 1 No Clinical Clinically
significance significant
O+ mg/L O20ther: | O 02 Os

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_| | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range
Number: |_| |_|_|
Item Result Result Interpretation
Abnormal
Erythrocyte M%Zsl:'lzed Unit Noﬁma No Clinical Clinically
Sedimentation Rate significance significant
P Oimm/h  O:0ther: U1 L2 U3

TNF-a ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Ms,zslﬁzed Unit Noﬁma No Clinical Clinically
TNF-a significance significant
Ot1pg/mL  |O20ther: | Ot O2 Os
IL-6 ooUnexamined, reason
Date: | | | | __IYEAR|__|__|IMONTH|__|__|DAY Normal range Number: || | ||
Item Result Result Interpretation
M d N Abnormal
:lell:lze Unit 011'ma No Clinical Clinically
IL-6 significance significant
Ot pg/mL | O20ther: O 02 O3

Nucleic Acid Test of 2019-nCov

oo Unexamined, reason

Sampling Part (mutiple choice): oiUpper respiratory tract o.Lower respiratory tract

Upper respiratory tract

Date: |_|_|_|_|YEAR|_|_|MONTH|_|_|DAY
Result: 01 Negative o, Positive o3 Unidentified o4 Other,
please describe

Date: |
Lower respiratory tract

S
Result: 0j Negative o, Positive o3 Unidentified o4 Other,

please describe

1 |YEAR|__|__|[MONTH|____|DAY

Result .
describe

01 Negative 0, Positive oz Unidentified o4 Other,

please
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Protocol Number: KY2020-29

Treatment

Center Number |_|__|

Visit 5 (D14+1d)

Pulse oxygen saturation (without oxygen inhalation )

ooUnexamined, reason

Date: |__|_|_ | _|YEAR|__|__|[MONTH|__|__|DAY

Measured Value: % (Rest state)

Arterial blood gas analysis ooUnexamined, reason

o1 Not applicable

Oxygen inhalation: oiNo oaYes, FiO2: %

Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY
Normal range Number: |

Result Result Interpretation
Abnormal Unexami
fem Measured Unit NOTMANo Clinical | Clinical ned
significance |significance
Pa0O2 O1mmHg Oz Other: my 02 Os Do
Sa02 01% 02 Other: 01 02 O3 Oo
Clinical state ooUnexamined, reason
Date ||| _IYEAR|__|__|MONTH|__|__|DAY
01 Level 1: Discharge
02 Level 2: Hospitalization, no requirment for oxygen therapy
O3 Level 3: Hospitalization, requiring oxygen therapy (non-NIV / HFNC)
Result 04 Level 4: ICU / Hospitalization, requiring non-invasive mechanical ventilation (NIV) /
High Flow Nasal Catheter Oxygen Therapy (HFNC)
o0s Level 5: ICU, requiring extracorporeal membrane oxygenation (ECMQO) and / or
invasive mechanical ventilation (IMV)
0s Level 6: Death

If any adverse events have occurred since the last visit, please fill in the “adverse
events” form. If there is medication combination, please fill in the “previous/combined
medication” form; If there is combined non-drug therapy, please fill in the “combined
non-drug therapy” form; If there is an out-of-plan inspection, please fill in the “out-of-
plan inspection” form; If there is IMV/INIV, ECMO. HFNC. oxygen therapy, please fill in the

“IMVINIV, ECMO., HFNC. oxygen therapy” form.
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Protocol Number: KY2020-29

Treatment

Center Number |||

| Subject Screening Number |__|_ | || |

Visit 6 (D21+1d)

Date of Current Visit: | | | | |YEAR| __|__|[MONTH|__| __|DAY
Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|__|MONTH|__|__|DAY
Dail i M o1 Axilla o20ral o3 Anus
easureme
ally maximem e 04 Ear os Unknown oe Other, please
temperature - nt method )
describe
Respiratory |__|_|times/min Pulse |__|_|__|Jtimes/min
Blood pressure | |__|__|__[/|__|__|__| mmHg (Systolic/diastolic blood pressure)
Physical examination oo Unexamined, reason:
Date | |YEAR|__|[MONTH|____|DAY
Result
1= Normal
2= Abnormal, No Clinical .
Inspection Part significance If abnormal, please describe

3= Abnormal, with Clinically

significant
0=Unexamined
General appearance 01 02 (s | Llo
Head 01 02 s | Llo
Eyes 01 02 s | Clo
Nose 01 02 s | Llo
Larynx 01 02 s | Clo
Neck and thyroid | o1 02 (s | Lo
Skin 01 02 s | Llo
Cardiovascular
01 02 (s | Clo
system
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Protocol Number: KY2020-29

Treatment

Center Number |__|_ | Subject Screening Number |

Visit 6 (D21+1d)

Chest and lungs 01 02 (s | Clo
Abdomen 01 02 Cls | Llo
Nervous system 01 02 Cls | Clo
Musculoskeletal
01 02 (s | o
system
Lymphatic system 01 02 s | Clo

Respiratory symptoms ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: o0 NO

ol YES, please describe:

Result: os1Normal oz Abnormal,No Clinical significance 13 Abnormal,Clinically significant
Blood Count ooUnexamined, reason
Date: |__ | | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__|_ | ||
Result Result Interpretation U
Item Meviiﬂ?d Unit Normal |No Clilﬁ?z:;mgﬁlnically mlll:::g
significance | significant
Red Blood Cell (RBC) 0110'2L  Oz0ther: | Ot m O3 Oo
White Blood Cell 01109L  O20ther: | O 02 Os Do
Hemoglobin (Hb) OiglL O:0ther: | O Oz Os Co
Platelet (PLT) 04109L  O20ther: | O O2 Os Oo
Neutrophil (ANC) 0¢10%L  Oz0ther: | O 02 O3 Oo
Lymphocyte (LY) 0110%L  O20ther: | O1 02 O3 Oo
Monocyte (MO) 0110%L  O20ther: ] 02 mE Oo
Eosinophil (EO) 04109L  O20ther: | O 02 Os Do
Basophil (BA) 0110%L  O20ther: | 01 02 O3 0o
Blood Biochemistry ooUnexamined, reason
Date| | | | |IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation Unexa
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Protocol Number: KY2020-29

Treatment

Center Number |__ ||

Visit 6 (D21+1d)

Measured ATl mined
Value Unit Normal I Grinical | Clinically
significance | significant
Glutamic-pyruvic . Other-
transaminase (ALT) 01 U/ 20ther: | O 02 Os Clo
Glutamic-oxalacetic . SOther
transaminease (AST) 01 U/ 20ther: 4 O2 O3 Oo
Total Bilirubin (TBIL) O1pmol/L  O20ther: O ) Os Do
Albumin (ALB) 01 g/L O20ther: 01 02 Os3 Do
y- glutamyl transpeptidas
9 (éGT) 01 U/L O20ther: 4 O2 Os Oo
Lactic dehydrogenase UL DsOther:
(LDH) 4 2/ er. 4 2 O3 Co
Creatine kinase (CK) 01 U/L O20ther: O 02 Os Do
Creatine kinase . Other
|Soenzyme (CK'MB) 04 U/ 20ther: 01 O2 O3 Co
Blood urea nitrogen UL OsOther:
(BUN) 01 mmo 20ther: 1 2 O3 Oo
Urea (Urea) O1mmol/L  C20ther: O 02 Os Do
Serum creatinine (CR) Orpmol/L  O20ther: O O Os Do
Urine Test ooUnexamined, reason
Date: |__|_ | | _|YEAR|__| _|MONTH|__|__|DAY Normal range Number:
||
Result Result Interpretation
Unexam
Lfem Measured Unit Norma £ el ined
Value 1 No Clinical | Clinically
significance | significant
. . O1Not
Urine Protein , O20ther: mfl 02 Os Oo
Applicable
Urine Glucose O+smmol/L  Oz0ther: O 02 Os Oo
. O Not
Urine PH value , O20ther: 04 02 Os Oo
Applicable
. 1Not
Urine Erythrocyte , O20ther: O Oz Os Do
Applicable
. O1Not
Urine Leukocyte , O20ther: O Oz Os Do
Applicable
. 1Not
Urine Ketone , O20ther: 04 02 O3 Oo
Applicable

Coagulation Function

ooUnexamined, reason
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Protocol Number: KY2020-29 Treatment
Center Number |__|__| Subject Screening Number || | | | | Visit 6 (D21+1d)
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Result Result Interpretation
Unexam
Item Abnormal [
M:/a;sl:lll(;ed Unit Nonl‘ma No Clinical | Clinically ined
significance | significant
ProthrombinTime (PT) 1S O20ther: O 02 Os Oo
Activated Partial
Thromboplastin Time 018 O20ther: O 02 O3 o
(APTT)
Thrombin Time (TT) 1S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) O1 g/l O20ther: O1 O2 Os Oo
International Normalized O1Not Othar-
Ratio (INR) Applicable P20ther: 1 2 Hs Ho
C-REACTIVE PROTEIN (CRP) ooUnexamined, reason
Date: |_|_| | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
M d N Abnormal
C-REACTIVE PROTEIN ST Unit 1™ No Clinical Clinically
significance significant
(CRP) O1mg/L O20ther: _ | DO 02 Os

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_ | _| | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Erythrocyte Ms/e;slllxlzed Unit Nonl'ma No Clinical Clinically
Sedimentation Rate significance significant
O1mm/h O,0ther: 01 O2 O3
(ESR) 1 ’ —
TNF-a ooUnexamined, reason
Date: |__|__|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation
Abnormal
M:/z;sl:llzed Unit le'ma No Clinical Clinically
TNF-a significance significant
Otpg/mL  |O:0ther: | Ot Oz Os
IL-6 ooUnexamined, reason
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Protocol Number: KY2020-29 Treatment

Center Number |__|__| Subject Screening Number || | | | | Visit 6 (D21+1d)
Date: |_|_|_|__IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | |
Item Result Result Interpretation
M d N Abnormal
S Unit 1™ No Clinical Clinically
IL-6 significance significant
Ot1pg/mL  |O20ther: | Ot 02 Os

Urine or serum HCG (Only applicable to women of childbearing age)  ooUnexamined,

reason
o1Not Applicable (Man or woman who isn't able to reproduce)
Date: |_|_|_| [YEAR| |_|MONTH|_|_|DAY

Sample: Ol Blood o2 Urine

Result: O1Negative 02 Positive

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: ||| _|_|YEAR[_|_|MONTH| | |DAY

Result: o1Normal o2 Abnormal,No Clinical significance oz AbnormalClinically significant

If“Abnormal”, please describe:

Chest CT ooUnexamined, reason

Date: ||| _|_|YEAR| | _|MONTH| | _|DAY

Result: o1 Normal ©2 Abnormal,No Clinical significance 03 Abnormal, Clinically significant

If abnormal, please describe

Wheather chest CT lesion absorbed =50% than baseline??

o0 NO ol YES 0 Unidentified 03 Unknown
04 Other, please describe:

Nucleic Acid Test of 2019-nCov 0o Unexamined, reason

Sampling Part (mutiple choice): oiUpper respiratory tract o.Lower respiratory tract

Date: |__|_ || |YEAR|__|__|[MONTH|____ |DAY
Upper respiratory tract Result: 01 Negative 0, Positive oz Unidentified o4 Other,
please describe
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Protocol Number: KY2020-29

Treatment

Center Number |__ ||

Visit 6 (D21+1d)

Lower respiratory tract

Date: |__ | | |[YEAR|__,_ |[MONTH|____ |DAY
Result: 01 Negative o, Positive o3 Unidentified os Other,

please describe

Result .
describe

01 Negative o, Positive oz Unidentified o4 Other,

please

Pulse oxygen saturation (without oxygen inhalation )

ooUnexamined, reason

Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY

Measured Value: % (Rest state)

Arterial blood gas analysis ooUnexamined, reason

o1 Not applicable

Oxygen inhalation: oiNo o.Yes, FiO2: %

Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY
Normal range Number: |__ | | ||
Result Result Interpretation
Abnormal Unexami
ftem M:lelﬁzed Unit Nonima No Clinical | Clinical ned
significance |significance
PaO2 OymmHg 02 Other: 04 02 O3 Oo
Sa02 01% 02 Other: my 02 Os Do
Clinical state ooUnexamined, reason
Date ||| _IYEAR|__|__|MONTH|__|__|DAY
01 Level 1: Discharge
02 Level 2: Hospitalization, no requirment for oxygen therapy
0s Level 3: Hospitalization, requiring oxygen therapy (non-NIV / HFNC)
Result 04 Level 4: ICU / Hospitalization, requiring non-invasive mechanical ventilation (NIV) /
High Flow Nasal Catheter Oxygen Therapy (HFNC)
0s Level 5: ICU, requiring extracorporeal membrane oxygenation (ECMO) and / or
invasive mechanical ventilation (IMV)
0s Level 6: Death

If any adverse events have occurred since the last visit, please fill in the “adverse
events” form. If there is medication combination, please fill in the “previous/combined
medication” form; If there is combined non-drug therapy, please fill in the “combined
non-drug therapy” form; If there is an out-of-plan inspection, please fill in the “out-of-
plan inspection” form; If there is IMV/INIV, ECMO. HFNC. oxygen therapy, please fill in the

“IMV/INIV, ECMO., HFNC. oxygen therapy” form.
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Protocol Number: KY2020-29 End of

Center Number |__|_| Subject Screening Number |__| | | || Treatment

End of the Treatment

Whether the subject finished all the treatment according to the protocol? oo NO o4 YES

End Date: |__|__|_|_|YEAR|_|__|[MONTH|__|__|DAY

04

02
W]
O4
Us
Us
Oz
Us

Og

If the patient exit ahead of schedule, please choose the most important reason (One-Choice) :

Disease progression occurred during the study and changes in treatment were required after
comprehensive assessment by the investigators.

Adverse events lead to an exacerbation of the disease
The subject is reluctant to continue using the study drug.
Pregnancy

Loss to follow-up

Death

Subject withdraws the Informed Consent

Study suspension
Other, please describe:

Notes (Please record other matter which needs additional clarification) :
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Protocol Number: KY2020-29 Extend Follow-Up

Center Number |__|__| Subject Screening Number ||| ||| Visit 7 (D28+2d)
Type of visit o1 Telephone follow-up o> Hospital follow-up
Date of Current Visit: |__| | | |YEAR|__|__|[MONTH|__|__|DAY

If the subject has been discharged from the hospital, the following contents may not be carried out,
please leave blank; If the subject is not discharged, please conduct the following examinations.

Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|__|MONTH|__|__|DAY
. . o1 Axilla o20ral o3 Anus
Daily maximum Measureme
| |.|_JC o4 Ear  os Unknown og Other, please
temperature - nt method )
describe
Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min
Blood pressure | |__|__|__[|__|__|__| mmHg (Systolic/diastolic blood pressure)
Physical examination oo Unexamined, reason:
Date | IYEAR|___|[MONTH|____|DAY
Result
1= Normal

2= Abnormal, No Clinical

Inspection Part If abnormal, please describe

significance

3= Abnormal, with
Clinically significant
0=Unexamined

General

01 02 (13 | o
appearance

Head 01 02 k! [lo
Eyes 01 02 Cls | Llo
Nose m 02 LIz | o
Larynx 01 | O2 [Is | Lo
Neck and thyroid | o1 02 Cls | Lo
Skin m 02 Oz | Clo
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Protocol Number: KY2020-29

Extend Follow-Up

Center Number |__ ||

Visit 7 (D28+2d)

Cardiovascular
01 02 ER
system
Chest and lungs | m1 02 Lls | Clo
Abdomen 01 02 Lls | Clo
Nervous system | o1 02 Cls | o
Musculoskeletal
01 02 ER
system
Lymphatic system | o1 02 R

Respiratory symptoms ooUnexamined, reason

Date: ||| _|_|YEAR[_|_|MONTH| | _|DAY

Whether the subject has respiratory symptoms or not: o0 NO

ol YES, please describe:

Result: os1Normal o2 Abnormal,No Clinical significance oz Abnormal,Clinically significant
Blood Count ooUnexamined, reason
Date: |__ | | _|__|YEAR[__|__|[MONTH|__|__|DAY Normal range Number: |_ | | | |
Result Result Interpretation
Ttem Mg}asured Unit Normal | No Clilﬁg:ong?ilnically Ellil‘f:;
alue significance | significant
Red Blood Cell (RBC) 0110'2L  O20ther: | O1 m O3 Oo
White Blood Cell 01109L  O20ther: | O1 02 O3 Do
Hemoglobin (Hb) 01 g/l O20ther: | O1 02 Os Oo
Platelet (PLT) 0410%L  O20ther: O O2 O3 o
Neutrophil (ANC) 0110%L  O20ther: | Oh1 02 Os Do
Lymphocyte (LY) 0110%L  O20ther: | Ot 02 Os Do
Monocyte (MO) 0¢10%L  O20ther: | O 02 O3 Do
Eosinophil (EO) 0110%L  O20ther: | O1 02 Os Do
Basophil (BA) 01 10%/L O20ther: 04 02 Os Oo

Blood Biochemistry ooUnexamined, reason

Date|_|_|_|_|YEAR|__|__|IMONTH|__|__|DAY

Normal range Number: |

Version: 3.0 (Date: 2020-02-25)

Page 34 of 61




Protocol Number: KY2020-29

Extend Follow-Up

Center Number |__ ||

Visit 7 (D28+2d)

Result Result Interpretation
Unexa
Item Abnormal [
Ms,as“red Unit Normal | No Clinical | Clinically | mined
alue . . ..
significance | significant
Glutamic-pyruvic Other-
transaminase (ALT) 01 U/L O20ther: 4 O2 O3 Oo
Glutamic-oxalacetic . SOther
transaminease (AST) 01 U/ 20ther: 4 O2 O3 Oo
Total Bilirubin (TBIL) O1pmol/L  O20ther: O ) Os Do
Albumin (ALB) 01 g/l O20ther: O 02 Os Oo
y- glutamyl transpeptidas _
(GGT) 01 UL O20ther: 04 Oz O3 Oo
Lactic dehydrogenase
(LDH) 04 UL O20ther: 4 O2 O3 Oo
Creatine kinase (CK) 04 UL O20ther: O O Os Do
Creatine kinase / Other-
isoenzyme (CK-MB) CiUL OeOther: | O b2 Ds Do
Blood urea nitrogen L DaOther:
(BUN) 01 mmo 2 er. 01 O2 O3 Co
Urea (Urea) O1mmol/L  O20ther: O 02 Os Do
Serum creatinine (CR) O1pmol/L  O20ther: O m Os Do
Urine Test ooUnexamined, reason
Date: | | | | __IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexam
Item Abnormal f
B T Unit NI No Clinical | Clinically ined
Value 1 .. N
significance | significance
. . O1Not
Urine Protein , O20ther: mfl 02 m Oo
Applicable
Urine Glucose Osmmol/L  O20ther: O 02 Os Oo
. O Not
Urine PH value , O20ther: 04 02 m Oo
Applicable
. O1Not
Urine Erythrocyte , O20ther: O Oz Os Do
Applicable
. O1Not
Urine Leukocyte , O20ther: O Oz Os Do
Applicable
. O1Not
Urine Ketone , O20ther: 04 02 O3 Oo
Applicable

Coagulation Function

ooUnexamined, reason
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Protocol Number: KY2020-29 Extend Follow-Up
Center Number |__|__| Subject Screening Number |__|_ || | | Visit 7 (D28+2d)
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexam
It Abnormal [
o M:/asured Unit I No Clinical | Clinically ined
alue 1 Ao -
significance | significant
ProthrombinTime (PT) 1S O20ther: O 02 Os Oo
Activated Partial
Thromboplastin Time 018 O20ther: O 02 O3 o
(APTT)
Thrombin Time (TT) 1S O20ther: 04 02 O3 Oo
Fibrinogen (Fbg) O1 g/l O20ther: O1 O2 Os Oo
International Normalized O1Not S0t
. T O O O O
Ratio (INR) Applicable 2ome ! 2 : °
C-REACTIVE PROTEIN (CRP) ooUnexamined, reason
Date: |_|_| | __IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | |
Item Result Result Interpretation
M d N Abnormal
C-REACTIVE PROTEIN ST Unit 1™ No Clinical Clinically
significance significant
RP
(CRP) O1mg/L  O20ther: O 02 03

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |__ | | | |IYEAR|__|__IMONTH|__|__|DAY Normal range
Number: |___ | |_|
Item Result Result Interpretation
Abnormal
Erythrocyte M%f;sl:‘lzed Unit N"ﬁma No Clinical Clinically
Sedimentation Rate significance significant
P O1mm/h  O20ther: U1 U2 U3
TNF-a ooUnexamined, reason
Date: |__|_|_ | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
M:/z;sl:llzed Unit Nonl'ma No Clinical Clinically
TNF-a significance significant
Otpg/mL  |O20ther: | Ot Oz Os
IL-6 ooUnexamined, reason
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Protocol Number: KY2020-29 Extend Follow-Up

Center Number |__|__| Subject Screening Number |__|_ || | | Visit 7 (D28+2d)
Date: |_|_| | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Ms/z;sllllll(;ed Unit NOlima No Clinical Clinically
IL-6 significance significant
Otpg/mL  |O:0ther: | Ot 02 Os

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Result: o1Normal o2 Abnormal,No Clinical significance oz AbnormalClinically significant

If“Abnormal”, please describe:

Chest CT ooUnexamined, reason
Date: |_| | | |YEAR|__|__|[MONTH|__| |DAY
Result:

Wheather chest CT lesion absorbed =50% than baseline??
o0 NO ol YES o2 Unidentified os Unknown oO4Other, please describe:

Nucleic Acid Test of 2019-nCov 0o Unexamined, reason

Sampling Part (mutiple choice): oiUpper respiratory tract o.Lower respiratory tract

Date: |__ || | |YEAR|___ |[MONTH|___|DAY
Upper respiratory tract Result: 01 Negative 0, Positive oz Unidentified o4 Other,

please describe

Date: |__|_ || |YEAR|__|__|[MONTH|____ |DAY
Lower respiratory tract Result: 01 Negative 02 Positive o3 Unidentified o4 Other,

please describe

01 Negative O, Positive o3 Unidentified o4 Other, please

Result .
! describe

Pulse oxygen saturation (without oxygen inhalation ) ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|__|MONTH|__|__|DAY
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Protocol Number: KY2020-29 Extend Fo||ow-Up
Center Number |__|__| Subject Screening Number |__|_ || | | Visit 7 (D28+2d)

Measured Value: % (Rest state)

Arterial blood gas analysis ooUnexamined, reason
o1 Not applicable

Oxygen inhalation: oiNo oaYes, FiO2: %
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY
Normal range Number: |__ | | ||
Result Result Interpretation
Abnormal Unexami
Item
Measured Unit NOTMANo Clinical | Clinical ned

significance |significance

Pa0O2 O1mmHg Oz Other: O Oz Os mh

Sa02 01 % Oz Other: O 02 Os mh

Clinical state ooUnexamined, reason

Date L |L_|_|_IYEAR|_|_[MONTH|__|__|DAY

01 Level 1: Discharge

02 Level 2: Hospitalization, no requirment for oxygen therapy

O3 Level 3: Hospitalization, requiring oxygen therapy (non-NIV / HFNC)

04 Level 4: ICU / Hospitalization, requiring non-invasive mechanical ventilation (NIV) /
High Flow Nasal Catheter Oxygen Therapy (HFNC)

o0s Level 5: ICU, requiring extracorporeal membrane oxygenation (ECMQO) and / or
invasive mechanical ventilation (IMV)

Os Level 6: Death

Result

If any adverse events have occurred since the last visit, please fill in the “adverse events”
form. If there is medication combination, please fill in the “previous/combined medication”
form; If there is combined non-drug therapy, please fill in the “combined non-drug therapy”
form; If there is an out-of-plan inspection, please fill in the “out-of-plan inspection” form; If
there is IMV/NIV, ECMO., HFNC. oxygen therapy, please fill in the “IMV/NIV, ECMO, HFNC,
oxygen therapy” form.
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Protocol Number: KY2020-29

Center Number |__|__|

Usage of the Drug

Does the subject use the drug studied? CJoNO ]+ YES [J2 Not applicable (Control Group)
Situation of Drug Usage
Days of | Whether Planned | Actual daily _ State the reason in | Please explain in
takin use the Usage Date daily dosage dosage Frequency| Delivery | case of dose | case of missed,
g d y g 9 (1) (2) adjustment or | overdose or other
the drug drug (mg) (mg) suspension situation
[Jo NO|I_|l_|l_|_|YEAR T AE. Numb
Day__ LLMONTH | [y o | |y | ! Dot
[ ]1YES || |DAY 2 e
[Jo NO|I_|l_|l_|_|YEAR T AE. Numb
Day__ LLMONTH | [y o | |y | ! et
[ ]1YES |__|_|DAY 2 e
[Jo NO |||l _|l_|_|YEAR T AE. Numb
Day_ _LMONTH | Iy o | |l ) | ! St
[ ]1YES |__|_|DAY 2 e
[Jo NO |||l _|l_|_|YEAR T AE. Numb
Day_ _LMONTH | Iy o | |l ) | ! o=
[ 11 YES |__|_|DAY 2 o
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Protocol Number: KY2020-29

Center Number |__|__|

Usage of the Drug

[ 1o NO

|__|__|IYEAR

Day__

[]1YES

|__|__|IMONTH
|__|__|DAY

[J1 AE, Number__
[12 Other,

specify in the line

(1) Frequency: 1= three times a day 2=twice aday 3=once aday 4=unknown 5= others, please specify in the line
(2) Delivery: 1= not applicable 2= dose adjustment 3= missed 4= overdose 5= suspended administration 6= others, please

Does the subject use the drug studied? CloNO ]+ YES [J2 Not applicable (Control Group)
Situation of Drug Usage
Days of | Whether Planned | Actual daily _ State the reason in | Please explain in
taking | use the Usage Date daily dosage dosage Frequency| Delivery | case of dose | case of missed.
(1) (2) adjustment or | overdose or other
the drug drug (mg) (mg) suspension situation
(0o NO | |_|_|_|_[YEAR L L [1AE. Number
u
Day |_|__[MONTH I N — — []1Oth’er —
CJ1YES ||| |DAY 2 ’
(0o NO | |_|_|_|_[YEAR L L [1AE. Number
u
Day _ |_|__[MONTH I N — — | Dhotrer —
(11 YES |__|__|DAY ’
(0o NO | |_|_|_|_|YEAR L L (1 AE. Number
u
Day__ |_|__|MONTH I N — — D;Oth’er —
11 YES |_|__|DAY ’
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Protocol Number: KY2020-29

Usage of the Drug

Center Number ||| Subject Screening Number || | | ||
o NO ||| _|_|_IYEAR L L [J1AE, Numb
umbper
Day__ |__|__|MONTH R I IR I - o D; Otf;er o
[J1YES || | _|DAY |
o NO ||| _|_|_IYEAR L L [J1AE, Numb
umbper
Day__ |__|__|MONTH R I IR I - o D; Otf;er o
[J1YES || | |DAY |

(1) Frequency: 1= three times a day 2=twice aday 3=once aday 4=unknown 5= others, please specify in the line
(2) Delivery: 1= not applicable 2= dose adjustment 3= missed 4= overdose 5= suspended administration 6= others, please
specify in the line
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Protocol Number: KY2020-29

Center Number |__|

Adverse Events

Did the subject experience any adverse event?

[ JoNO

[ 11 YES, please fill in refer to the code at the bottom of the form

Adverse Events?

::Js;;:?ned atthe end of the Taken Measurements oRneslﬁ:L AE SAE or Not?
Adverse Date CTCAE with | gytc
NO. Event Of begining L?%el tnen:ta?:rretre Other sttngie ome YES, the
YES | NO—Date of End studied measurement | drug (5) | No | specific SAE
drug (2) (3) (4) type (6)

| [YE | __|YEA

1 AR|___|[MONT O R[__,_|[MONTH| || | | | 1 | O ||
H|____|DAY . IpAY
| |YE | |YEA

2 AR|___|[MONT O Rl____|[MONTH| L | | 1| | O ||
H|__, |DAY . IpAY
| IYE |1 [YEA

3 AR|___|[MONT O Rl____|[MONTH| || | I | 1 | O ||
H|__, |DAY DAY
| IYE |1 [YEA

4 AR|___|[MONT OO | R, IMONTH] | L - L | O L]
H|__, |DAY . IpAY

(1) (2) Measurement for the (3) Other (_4 ) Relationsflip .
CTCAE ) with the studied | (5) AE outcome (6) Specific SAE type
Level studied drug measurements i
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Protocol Number:

KY2020-29

Center Number |__|__|

Adverse Events

1=level 1
2=level 2
3=level 3
4=level 4
5=level 5

1=Maintenance of current
treatment

2=Suspension
3=Termination

4=Reduce the dose
5=Not applicable

6= Others, please specify
in thel line

1= No
2= Combined medication, fillin the
Combined Medication Form

3= Combined with

therapy, fill in the Combined non-

non-drug

drug therapy Form
4= Others, please specify in thel

line

1=Certainly related
2=Probably related
3=Possibly related
4= Possibly non-related

[
]

Certainly non- related
6= Remain to be
evaluated

7=Unable to evaluate

1 = unchanged
2=deterioration

3= recovery/healing
4=improvement/recover

y

5= recovery with
sequelae
6 = death

7 = unknown

1= life threatening

2= cause death

3= require hospitalization or extend the
current stay

4= cause permanent or significant disability
or dysfunction

5= causes congenital malformation/birth
defects

6= other important medical events

Did the subject experience any adverse event?

[ JoNO

[ 11 YES, please fill in refer to the code at the bottom of the form

Adverse Events?

i h fth Rel
Sustained at the end of the Taken Measurements atio SAE or Not?
study? CTCAE nshl AE
NO Adverse Date Leve| | Measure ip | Outc
. Event Of beqinin ment for with ome YES, the
IMN9 1 yes | NooDateofEnd | 1) [the Other measurement fthe| (5) | No | specific SAE
studied stu type (6)
drug (2) die
Y
|E_AIF? |_I_mlflo YRR | | |
—— 0 | R|__ [MONTH — — - [
v ___|DAY -
Y
|E_AIF? |_l_mlflo YA | | |
-
R MONTH — — —
2 NTH|_,_|DA [ (I | || | | | O ||
v _|_|DAY -
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5=Not applicable
6= Others, please specify
in thel line

drug therapy Form
4= Others, please specify in thel

line

6= Remain to
evaluated
7=Unable to evaluate

be

6 = death

7 = unknown

Protocol Number: KY2020-29
: ) Adverse Events
Center Number |__|__| Subject Screening Number |__ | | || |
Y
|E_AIF? |_I_mlflo Eam—— | | |
S
3 U] R MONTH — — - Ll
NTHL | IDA v | I = |
v ___|PAY
Y
AR Mo A, L L |
S
4 U] R MONTH — — - Ll
NTHL | IDA | I = |
v ___|DAY
(4) Relationshi
(1) (2) Measurement for the (3) Other ] ) P .
CTCAE . with the studied| (5) AE outcome (6) Specific SAE type
Level studied drug measurements
drug
1=level 1 1=Maintenance of current | 1= No 1=Certainly related 1 = unchanged 1= life threatening
2=level 2 treatment 2= Combined medication, fillinthe | 2=Probably related 2=deterioration 2= cause death
3=level 3 2=Suspension Combined Medication Form 3=Possibly related 3= recovery/healing 3= require hospitalization or extend the
4=level 4 3=Termination 3= Combined with non-drug | 4= Possibly non-related 4=improvement/recovery current stay
5=level 5 4=Reduce the dose therapy, fill in the Combined non- | 5= Certainly non- related | 5= recovery with sequelae | 4= cause permanent or significant

disability or dysfunction

5= causes congenital malformation/birth
defects

6= other important medical events
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Protocol Number: KY2020-29

Center Number |__|__|

IMVINIV, ECMO. HFNC,

Oxygen Therapy

Does the subject have previous/combined medication?

[JoNO 11 YES, please fill in the form below refer to the code at the bottom of the table.
Previous/Combined medication
Drug Name L L . . . administration Sustain at the end of the
. Indication Indications single Dose Unit | Dosing frequency
NO. (generic route Date of beginning study?
s (1) Notes dose (2) (3)

name) (4) Yes NO-Date of end
|_| |_| |_| |1 1_IYEAR|_ 11 |YEAR|_

1 L] O
— IMONTH|__, |DAY _|[MONTH|____|DAY
|_| |_| |_| |1 IYEAR|_ 1 IYEAR|_

2 L] O
- I[MONTH|____|DAY _IMONTH|____|DAY
|_| |_| |_| |1 1_IYEAR|_ 11 |YEAR|_

3 L] O
- IMONTH|__, |DAY _|[MONTH|____|DAY
|_| |_| |_| |1 IYEAR|_ 1 I__IYEAR|_

4 | O
- [IMONTH|__, |DAY _|[MONTH|____|DAY
|_| |_| |_| |1 1 IYEAR|_ 11 |YEAR|_

5 | O
I[MONTH|__,__|DAY _IMONTH|____|DAY

(1) Indications

(2) dosage Unit

(3) Dosing frequency

(4) administration route

1=Disease studied in this
study

2= Previous history (please fill
in the history number in the
Notes)

3= Adverse events (please fill | (IU)

in the number of adverse

events in Notes)

1 = micrograms (ug)
2 = milligram (mg)
3 =gram (g)

4 = milliliter (mL)

5 = International Unit

6=Unit(U)
7=Tablet(Tab)

8=capsule (Cap)

9=Unknown

10=0ther,please fill in

the line

1= Once a
day (qd)

2= Twice a
day (bid)

3= Three
times a day
(tid)

4= Four

6=0Once a week (qw)
7=Before sleep(hs)
8=As required (prn)

9=Unknown

10=Other, please fill in the

line

1=oral (PO)

2= intravenous
drop(IVgtt)
3=Intravenous
injection(1V)
4=Intramuscular
(IM)

5= Subcutaneous

7= Local (skin) (TOP)

8= ophthalmus(OPH)
9=Inhalation(INH)

10=Unknown

11= Other, please fill in the line
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Protocol Number:

KY2020-29

Center Number |__|__|

IMVINIV, ECMO. HFNC,

Oxygen Therapy

4=0ther (please describe in
the Notes)

times a day
(qid)
5=

every other

once

day
(qod)

(SQ)
6= sublingual (SL)

Does the subject have previous/combined medication?
[JoNO 11 YES, please fill in the form below refer to the code at the bottom of the table.
Previous/Combined medication
Drug Name administration Sustain at the end of the
. Indication Indications single Dose Unit | Dosing frequency
NO. (generic route Date of beginning study?
s (1) Notes dose (2) (3)
name) (4) Yes NO-Date of end
|_| |_| |_| |1 1 IYEAR|_ 11 |YEAR|_
1 L O
- [MONTH|____ |DAY _IMONTH|____|DAY
|_| |_| |_| | __IYEAR|_ 1 __IYEAR|_
2 || H
I[MONTH|____ |DAY _IMONTH|____|DAY
|_| |_| |_| |1 1 IYEAR|_ 11 |YEAR|_
3 | (]
[IMONTH|__,__|DAY _IMONTH|__|__|DAY
|_| |_| |_| | __IYEAR|_ 1 __IYEAR|_
4 | m
- I[MONTH|____|DAY _IMONTH|__|__|DAY
|_| |_| I_I | __IYEAR|_ 1 __IYEAR|_
S || O
IMONTH|__,__|DAY _IMONTH|__|__|DAY
(1) Indications \ (2) dosage Unit (3) Dosing frequency \ (4) administration route

Version: 3.0 (Date: 2020-02-25)

Page 46 of 61




Protocol Number: KY2020-29

Center Number |__|__|

IMV/INIV, ECMO. HFNC,
Oxygen Therapy

1=Disease studied in this
study

2= Previous history (please fill
in the history number in the
Notes)

3= Adverse events (please fill
in the number of adverse
events in Notes)

4=0ther (please describe in
the Notes)

1 = micrograms (ug)
2 = milligram (mg)

3 =gram (g)

4 = milliliter (mL)
5 = International Unit

(V)

6=Unit(U)
7=Tablet(Tab)
8=capsule (Cap)
9=Unknown
10=0ther,please fill in
the line

1= Once a
day (qd)

2= Twice a
day (bid)

3= Three
times a day
(tid)

4= Four
times a day
(qid)

5= once

every other
day
(qod)

6=0Once a week (qw)
7=Before sleep(hs)

8=As required (prn)
9=Unknown

10=0Other, please fill in the

line

1=oral (PO) 7= Local (skin) (TOP)
2= intravenous 8= ophthalmus(OPH)
drop(IVgtt) 9=Inhalation(INH)

3=Intravenous

injection(1V)

4=|ntramuscular

(IM)

10=Unknown
11= Other, please fill in the line

5= Subcutaneous

(SQ)

6= sublingual (SL)
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Protocol Number: KY2020-29

Center Number |__|__|

IMV/INIV, ECMO. HFNC,
Oxygen Therapy

Does the subject have previous/combined non-drug treatment?

[ loNO

[ 11 YES, Please continue to fill in the form below.

Previous/Combined non-drug treatment

Sustain at the end of the

Whether it is the

study? standard
Name of Treatment L.
o Indications Lo L. treatment
NO. (please describe in Notes for indications Date of beginning .
. ) (1) recommended in
professional medical terms) YES | NO—Date of end -
the guidelines?
(2)
|__|_|_|_IYEA
||| _IYEAR|__|__IMONT
1 | O R|__|__IMONTH]|
H__|__|DAY
__|_|IDAY
||| _IYEA
||| _|YEAR|__|__|[MONT
2 | O R[__|_|[MONTH]|
Hl__|__|DAY
_|_|DAY
|_|_|_|_IYEA
||| _IYEAR|__|__|[MONT
3 | O R|__|__IMONTH]|
H__|__|DAY
__|_|IDAY
4 N |_|_|_|__IYEAR|__|__[MONT |_|_|_|_IYEA
— O
H__|__|DAY R|__|__IMONTH]|
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Protocol Number: KY2020-29

Center Number |__|__|

IMV/INIV, ECMO. HFNC,
Oxygen Therapy

__|_IDAY
|| _|_|_IYEA
|__|_|_|_|YEAR|_|__|MONT
5 || 0 | RI_|_IMONTH]
H|__|__IDAY
__|__|DAY
|| _|_|_IYEA
|__|_|_|_|YEAR|_|__|MONT
6 || o | RL_|__|MONTH]
H|__|__|IDAY
__|__|DAY

(1) Indications: 1= Disease studied in this study

number of adverse events in Notes) 4=Other (please describe in the Notes)

(2) Whether it is the standard treatment recommended in the guidelines? 0=NO 1=YES 2=Not applicable

2= Previous history (please fill in the history number in the Notes)

3= Adverse events (please fill in the

Does the subject have previous/combined non-drug treatment?

[loNO

[ 11 YES, Please continue to fill in the form below.

Previous/Combined non-drug treatment

NO.

Name of Treatment
(please describe in

professional medical terms)

Indications

(1)

Notes for indications

Date of beginning

Sustain at the end of the

study?

YES

NO—Date of end

Whether it is the
standard
treatment

recommended in

the guidelines?

(2)
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Protocol Number: KY2020-29 IMV/NIV. ECMO. HFNC,
Center Number || | Subject Screening Number |__| | | || Oxygen Therapy
| |_|_[YEA
||| _IYEAR|__|__|[MONT
1 | O R|_|__IMONTH]|
H__|__|DAY
__|_|IDAY
|__|__|_|_[YEA
||| _|YEAR|__|__|[MONT
2 |_| o | RL_|_|MONTH]
H|__| _|DAY
__|_|DAY
| |_|_[YEA
||| _IYEAR| | __|[MONT
3 L O R|_|__IMONTH]|
H__|__|DAY
__|_|IDAY
| |_|_[YEA
||| _IYEAR|__|__|[MONT
4 | O R|_|__IMONTH]|
H__|__|DAY
_|_|DAY
|_|__|_|_[YEA
||| _|YEAR|__|__|[MONT
S || o | R_|_|MONTH|
H__|__|DAY
__|_|DAY
|_|_|_|_IYEA
||| _|YEAR|__|__|[MONT
6 | O R|_|__IMONTH]|
H__|__|DAY
__|_|DAY
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Protocol Number: KY2020-29 IMV/NIV. ECMO. HFNC,
Center Number || | Subject Screening Number |__| | ||| Oxygen Therapy

(1) Indications: 1= Disease studied in this study 2= Previous history (please fill in the history number in the Notes) 3= Adverse events (please fill in the
number of adverse events in Notes) 4=Other (please describe in the Notes)
(2) Whether it is the standard treatment recommended in the guidelines? 0=NO 1=YES 2=Not applicable
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Protocol Number: KY2020-29 IMVINIV, ECMO. HFNC.
Center Number || | Subject Screening Number |__| | ||| Oxygen Therapy
IMVINIV, ECMO, HFNC, Oxygen Therapy
No. Name of Therapy Date of the beginning Time of the beginning Date of the end Time of the end
|| |_|_IYEAR|_|__
01 IMV 0z3ECMO oO2NIV - 04 L |_|_|_IYEAR|_| IMONTH|_|__|DAY
I DA I I [ T
HFNC os Oxygen Therapy —IMONTHI|_|_|BAY
OuMV ChECMO LNV | LLLLIVEARL || = :ﬁolﬁ#ﬁljlYngAR\l(_l_ o
[11IMV [JsECMO [NV | || [YEAR|_| | __|_|_IYEARL_|__
I T IMONTH|__| __|DAY N S T
L1aHFENC Dsoxygen Therapy |MONTH| | |DAY
[11IMV [JsECMO [NV | || [YEAR|_| | __|_|_IYEARL_|__
I T IMONTH|__| __|DAY N S T
L1aHFENC Dsoxygen Therapy |MONTH| | |DAY
[11IMV [JsECMO [NV | || [YEAR|_| | __|_|_IYEARL_|__
I DA I IMONTH|__|__|DAY I D I
L1aHFENC Dsoxygen Therapy |MONTH| | |DAY
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Protocol Number: KY2020-29 IMV/NIV. ECMO. HFNC,
Center Number || | Subject Screening Number |__| | ||| Oxygen Therapy
IMVINIV, ECMO, HFNC, Oxygen Therapy
No. Name of Therapy Date of the beginning Time of the beginning Date of the end Time of the end
|| |_IYEAR|__|__
0:IMV 0z:ECMO o2 NIV 04 L |_|_|_IYEAR|_| IMONTH|__|__ DAY
[ - [ I
HFNC os Oxygen Therapy —IMONTH|_|__|DAY
(1IMV [:ECMO [NV | L_|_|_|__IYEAR|_| L_L__IYEARL_|_
I T IMONTH|__|__|DAY [ O
L1aHFENC Dsoxygen Therapy |MONTH| | |DAY
[(hIMV [JsECMO [IoNIv | ||| [YEAR|_]| | __|_|_IYEARL_|__
I T IMONTH|__|__|DAY [ O T
L1aHFENC Dsoxygen Therapy |MONTH| | |DAY
[(hIMV [JsECMO [IoNIv | ||| [YEAR|_]| | __|_|_IYEARL_|__
I T IMONTH|__|__|DAY [ O T
L1aHFENC Dsoxygen Therapy |MONTH| | |DAY
[(hIMV [JsECMO [IoNIv | ||| [YEAR|_]| | __|_|_IYEARL_|__
I D I IMONTH|__|__|DAY I D I
[lsaHFNC Dsoxygen Therapy |MONTH| | |DAY
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Protocol Number: KY2020-29

Center Number |__|__|

Other Examination

Is there any other examination to record?

LloNO L1 YES, please fill in the table below.

Other Examinations

Item

Date of sample or examine

Result Unit

Result Interpretation

1=Normal
2=Abnormal, No
significance
3=Abnormal, with Clinically
significant

Clinical

Notes

|| |__|_IYEAR|_|__|[MONT - - -
Hl_l_lDAY 1 2 3
|__|_|_|_IYEAR|_|__|[MONT - . -
Hl_l_lDAY 1 2 3
|| |__|__IYEAR|_|__|[MONT - - -
Hl_l_lDAY 1 2 3
|_|_|_|_IYEAR|_|_|[MONT - . -
Hl_l_lDAY 1 2 3
|| |__|__IYEAR|_|__|[MONT - - -
H|__|__|DAY 1 2 3
|_|_|_|_IYEAR|_|_|[MONT - . -
Hl_l_lDAY 1 2 3
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Protocol Number: KY2020-29

Center Number |__|__| Subject Screening Number |__|__ || ||

Study Summary

Study Summary

Whether the subject finished the study according to the protocol?

o1 YES, Finish Date: ||| _|_|YEAR|__| _|MONTH| | _|DAY
0o NO, EndDate: |__| | | |YEAR|__|__|MONTH|__|__|DAY

04

02
W]
O4
Os
Ue
Oz
Us

Og

If the patient exit ahead of schedule, please choose the most important reason (One-Choice) :

Disease progression occurred during the study and changes in treatment were required after
comprehensive assessment by the investigators.

Adverse events lead to an exacerbation of the disease
The subject is reluctant to continue using the study drug.
Pregnancy

Loss to follow-up

Death

Subject withdraws the Informed Consent

Study suspension
Other, please describe:

Notes (Please record other matter which needs additional clarification) :

Version:
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Protocol Number: KY2020-29

) : Hispitalization
Center Number |__|__| Subject Screening Number |__|__ || ||

Information on hospitalization

Was the subject hospitalized with 2019-nCov respiratory infection? ooNO o1 YES

If Yes, date of admission: | | | | _|YEAR|_ | _|MONTH| | |DAY

Be discharged from hospital at the end of the study or not? ©DoNO 01 YES

If yes, dischargedate : |__|_|_|_|YEAR|__|__|[MONTH|__|__|DAY
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Protocol Number: KY2020-29

: ) Death
Center Number |__|__| Subject Screening Number |__|_ | |||

Death
Are the subjects dead? 0oNO 01 YES, please fillin 02 Unkown
Date of dath: |__ ||| _|YEAR|__|__|MONTH|__|__|DAY

The cause of death
04 Adverse events

02 Unkown
O3 Other, please describe
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Protocol Number: KY2020-29

CRF statement

Center Number |__|__| Subject Screening Number |__|__ || ||

Investigator Statement

I have reviewed and confirmed that all data recorded in this case report form are true, accurate, reliable,

complete, and consistent with the original data. All errors or omissions have been corrected or noted.

Signature of principal investigator :

Date: |__|__|_|_|YEAR|_|__|[MONTH|__|__[DAY

CRA Statement

I have checked and confirmed that all the data recorded in this case report form are true, accurate, reliable,

complete and correct and consistent with the original data.

CRA Signature:

Date: |__|__|__|__|YEAR|__|__|MONTH|__|__|DAY
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Protocol Number: KY2020-29 Attachement
Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan
Vital Signs ooUnexamined, reason
Date | ||| _IYEAR|__|__|MONTH|__|__|DAY
. . Measurem .
Daily maximum o ) o1 Axilla o20ral ozAnus  osEar
: en
temperature e os Unknown g Other, please describe
method
_ || [times/ _ _
Respiratory . Pulse | |_|__|Jtimes/min
min

Blood pressure | |__|__|__|/|__|__|__| mmHg (Systolic/diastolic blood pressure)

Vital Signs ooUnexamined, reason
Date ||| _IYEAR|__|__[MONTH|__|__|DAY
Daily maximum L L LIC Measureme | o4 Axilla o20ral o3 Anus o4 Ear o5
temperature — nt method | Unknown o Other, please describe
Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min
Blood pressure | |__|__|__|/|__|__|__| mmHg (Systolic/diastolic blood pressure)
Vital Signs ooUnexamined, reason
Date ||| _IYEAR|__|__[MONTH|__|__|DAY
Daily maximum L L LIC Measureme | o1 Axilla 020ral o3 Anus o4 Ear os
temperature — nt method | Unknown g Other, please describe
Respiratory |__|__|times/min Pulse |__|_|__|Jtimes/min
Blood pressure L || V_|_|_|mmHg (Systolic/diastolic blood pressure)
Vital Signs ooUnexamined, reason
Date ||| |_IYEAR|__|__[MONTH|__|__|DAY
Daily maximum L L ILJC Measureme | ot Axilla o20ral o3 Anus o4 Ear os
temperature — nt method | Unknown ogOther, please describe
Respiratory |__|__[|times/min Pulse |__|_|__|Jtimes/min
Blood pressure | |__|__|_|/|__|__|__| mmHg (Systolic/diastolic blood pressure)
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Protocol Number: KY2020-29

Center Number |__|__|

Attachement
Out of Plan

physical examination

oo Unexamined, reason:

Date

1 |YEAR|____IMONTH|____ |DAY

Inspection Part

Result

1= Normal
2= Abnormal, No Clinical

If abnormal, please describe

significance
3= Abnormal, with
Clinically significant
0=Unexamined
General
01 02 (s | o
appearance
Head 01 02 (s | o
Eyes 01 02 (s | o
Nose 01 02 Cls | Clo
Larynx 01 02 s | Clo
Neck and thyroid | o1 02 Cls | Clo
Skin 01 02 Cls | Lo
Cardiovascular
01 02 (s | o
system
Chest and lungs | o1 02 Cls | Co
Abdomen 01 02 Lz | Lo
Nervous system | o1 02 Cls | Cdo
Musculoskeletal
used 01 02 1z | [do
system
Lymphatic system | o1 02 (s | Lo
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Protocol Number: KY2020-29 Attachement
Center Number |__|__| Subject Screening Number |__ ||| Out of Plan

Respiratory symptoms ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: oo NO 01 NO, please describe:

Result: o1Normal oz Abnormal,No Clinical significance 03 AbnormalSignificant clinically

Respiratory symptoms ooUnexamined, reason

Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: oo NO 01 NO, please describe:

Result: o1Normal oz Abnormal,No Clinical significance[ 13 AbnormalSignificant clinically

Respiratory symptoms ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not: oo NO 01 NO, please describe:

Result: o1 Normal o2 Abnormal,No Clinical significance 03 AbnormalSignificant clinically

Respiratory symptoms ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|__|MONTH|__|__|DAY

Whether the subject has respiratory symptoms or not. oo NO o1 NO, please describe:

Result: oi1Normal o2 Abnormal,No Clinical significance 03 AbnormalSignificant clinically

Respiratory symptoms ooUnexamined, reason

Date: ||| _|_|YEAR| | |MONTH| | |DAY

Whether the subject has respiratory symptoms or not: oo NO 01 NO, please describe:

Result: o1Normal o2 Abnormal,No Clinical significance o3 AbnormalSignificant clinically

Respiratory symptoms ooUnexamined, reason

Date: ||| _|_|YEAR| | |MONTH| | |DAY

Whether the subject has respiratory symptoms or not: oo NO 01 NO, please describe:

Result: o1Normal oz Abnormal,No Clinical significance 03 AbnormalSignificant clinically
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Protocol Number:

KY2020-29

Center Number |__|__|

Attachement
Out of Plan

Blood Count ooUnexamined, reason
Date: |__|_| | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: || | | |
Result Result Interpretation .
Item M%zsl:lll‘;ed Unit Normal No .Clilﬁz):lor;ilgllli.ﬁcant mlil;:‘?
significance | clinically
Red Blood Cell (RBC) 0110'2L  Oz0ther: | O1 02 O3 0o
White Blood Cell 01109L  O20ther: | Ot 02 O3 Do
Hemoglobin (Hb) Oq1g/lL O20ther: | O1 02 O3 0o
Platelet (PLT) 0410%L  O2Other: | D1 O Os Do
Neutrophil (ANC) 0110%L  O20ther: | Ot 02 O3 Do
Lymphocyte (LY) 0110%L  O20ther: | O 02 Os Do
Monocyte (MO) 0110%L  O20ther: | DO Oz Os Do
Eosinophil (EO) 0110%L  O20ther: | O1 02 O3 Oo
Basophil (BA) 0110%L  O20ther: | O1 02 O3 Oo
Blood Count ooUnexamined, reason
Date: |__|_ | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |_ | | ||
Result Result Interpretation v
Item M:f;sl:llzed Unit Normal |No Clixﬁ?z::org?garlﬁﬂcant mlll:::g
significance | clinically
Red Blood Cell (RBC) 0110'2L  Oz0ther: | Ot m O3 Oo
White Blood Cell 0410%L  O20ther: O O O3 To
Hemoglobin (Hb) OiglL O:0ther: | O Oz Os Co
Platelet (PLT) 04109L  O20ther: | O O2 Os Oo
Neutrophil (ANC) 0110%L  O20ther: | O1 02 Os Oo
Lymphocyte (LY) 0110%L  O20ther: | O1 02 O3 Oo
Monocyte (MO) 0110%L  O20ther: _ ] 02 O3 Oo
Eosinophil (EO) 04109L  O20ther: | O 02 Os Do
Basophil (BA) 0110%L  O2O0ther: | Ot mP) O3 o
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Protocol Number: KY2020-29 Attachement
Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan
Blood Biochemistry ooUnexamined, reason
Date| | | | |IYEAR|__|__IMONTH|__|__|DAY Normal range Number: |_ | | ||
Result Result Interpretation
Unexa
Item Measured Unit Normal Abnormal mined
Value No Clinical | Significant
significance | clinically
Glutamic-pyruvic Other-
transaminase (ALT) DiUL OoOther: | O 02 Os Clo
Glutamic-oxalacetic e
transaminease (AST) 01 U/L O20ther: mp O2 O3 Oo
Total Bilirubin (TBIL) O1pmol/L  O20ther: O 02 O3 Do
Albumin (ALB) 01 glL O20ther: 04 02 O3 0o
- glutamyl transpeptidas
Y-9 (}éGT) pep 01 UL O20ther: 04 02 O3 Oo
Lactic dehydrogenase Other-
(LDH) 01 UL O20ther: 4 O2 O3 Oo
Creatine kinase (CK) 01 UL O20ther: O O Os Do
Creatine kinase COther
isoenzyme (CK-MB) O UL 20ther. | O b2 s Ho
Blood urea nitrogen L DaOther:
(BUN) 4 mmO/ 20ther: 01 O2 O3 Co
Urea (Urea) O1mmol/L  O20ther: O 02 Os o
Serum creatinine (CR) O1pmol/L  DO20ther: O O Os o
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Protocol Number:

KY2020-29

Center Number |__|__|

Attachement
Out of Plan

Urine Test ooUnexamined, reason
Date: |_|_|_|__IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexam
e Measured Unit Norma Al ined
Value 1 No Clinical | Significant
significance clinically
. . O1Not
Urine Protein _ O20ther: O Oz Os Do
Applicable
Urine Glucose Ormmol/L  O20ther: O O2 Os Do
. 4 Not
Urine PH value _ O20ther: O Oz Os Do
Applicable
. O1Not
Urine Erythrocyte _ O20ther: O Oz Os Do
Applicable
. O1Not
Urine Leukocyte , O20ther: O1 Oz Os Do
Applicable
. O1Not
Urine Ketone , O20ther: O Oz Os Do
Applicable

Urine Test ooUnexamined, reason
Date: |__|_| | |YEAR|__|__|[MONTH|__|__|DAY Normal range Number:
||
Result Result Interpretation
Unexam
Item Measured Unit Norma AT ined
Value 1 No Clinical | Significant
significance | clinically
. . O1Not
Urine Protein _ O20ther: 04 02 O3 Oo
Applicable
Urine Glucose Osmmol/L  O20ther: O O2 Os Oo
. 04 Not
Urine PH value , O20ther: 04 0o O3 Do
Applicable
. O1Not
Urine Erythrocyte , O20ther: O O2 Os Do
Applicable
. O1Not
Urine Leukocyte , O20ther: O Oz Os Do
Applicable
. 1Not
Urine Ketone , O20ther: 04 02 O3 Oo
Applicable
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Protocol Number: KY2020-29 Attachement

Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan
Coagulation Function ooUnexamined, reason
Date: |_|_|_|__IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | |
Result Result Interpretation
Unexam
Item Abnormal |
M%zsl:lll‘;ed Unit Nonl‘ma No Clinical | Significant ined
significance | clinically
ProthrombinTime (PT) 01S O20ther: 04 02 Os Do
Activated Partial
Thromboplastin Time 01S O20ther: O O2 O3 To
(APTT)
Thrombin Time (TT) 1S O20ther: 04 02 O3 0o
Fibrinogen (Fbg) O g/l O20ther: O 02 Os Oo
International Normalized O1Not Other-
Ratio (INR) Applicable O20ther: 04 02 O3 Oo
Coagulation Function ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Result Result Interpretation
Unexam
Item Abnormal !
Mgz;sl:lll‘;ed Unit Nonl"ma No Clinical | Significant ined
significance | clinically
ProthrombinTime (PT) o+ S O20ther: O 02 Os Do
Activated Partial
Thromboplastin Time 018 O20ther: O O2 O3 Oo
(APTT)
Thrombin Time (TT) 01 S O20ther: 04 02 Os Oo
Fibrinogen (Fbg) 01 g/l O20ther: O Oz Os Do
International Normalized O+Not Other-
Ratio (INR) Applicable 20ther: | [ 02 O3 Oo
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Protocol Number: KY2020-29

Attachement

Center Number |__|__|

Out of Plan

C-REACTION PROTEIN (CRP)

ooUnexamined, reason

Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN|  Value. Unit 1™ No Clinical Significant
significance clinically
(CRP) O1mg/L O20ther: | O1 02 Os
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: |_| | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN G Unit 1™ No Clinical Significant
significance clinically
(CRP) O1mg/L O20ther: _ | DO 02 O3
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: |_| | | _|YEAR|__|__|[IMONTH|__|__|DAY Normal range
Number: |___ || |
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN S Unit 1™ No Clinical Significant
significance clinically
(CRP) O1mg/L O20ther: _ | DO 02 Os
C-REACTION PROTEIN (CRP) ooUnexamined, reason
Date: |__ | _|_| |IYEAR|__|__IMONTH|__|__|DAY Normal range
Number: |___ || |
Item Result Result Interpretation
M d N Abnormal
C-REACTION PROTEIN S Unit 1™ No Clinical Significant
significance clinically
(CRP) 01 mg/L O20ther: | Oz Os
Version: 3.0 (Date: 2020-02-25) CRP / Page




Protocol Number: KY2020-29

Center Number |__|__|

Attachement
Out of Plan

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_| | | _|YEAR|__|__|[MONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Erythrocyte Mi,zsl‘lized Unit Noﬁma No Clinical Significant
Sedimentation Rate significance clinically
PN Osmm/h  O:0ther: O 02 O3

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_| | | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: | |_|_|_|
Item Result Result Interpretation
Abnormal
Erythrocyte Ms,zsl:’lzed Unit Noﬁma No Clinical Significant
Sedimentation Rate significance clinically
P Oimm/h  O:0ther: U1 L2 U3

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |_| | | _|YEAR|__|__IMONTH|__|__|DAY Normal range
Number: |___ | |_|
Item Result Result Interpretation
Abnormal
Erythrocyte Mgz;sl:llzed Unit Nonl"ma No Clinical Significant
Sedimentation Rate significance clinically
P O1mm/h  O20ther: my L2 Us

Erythrocyte Sedimentation Rate (ESR)

ooUnexamined, reason

Date: |__ | | | |IYEAR|__|__IMONTH|__|__|DAY Normal range
Number: |___ | ||
Item Result Result Interpretation
Abnormal
Erythrocyte M:/z;sl:llzed Unit Nonl'ma No Clinical Significant
Sedimentation Rate significance clinically
P Oi1mm/h  O20ther: 1 02 s
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Protocol Number: KY2020-29

Attachement

Center Number |__|__| Subject Screening Number |__ ||| Out of Plan
TNF-a ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
M%Zsl:'lzed Unit Noﬁma No Clinical Significant
TNF-a significance clinically
Ot1pg/mL  |O20ther: | Ot 02 Os

TNF-a ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Ms,zslﬁzed Unit Noﬁma No Clinical Significant
TNF-a significance clinically
Ot1pg/mL  |O20ther: | Ot O2 Os

TNF-a ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Mg}z;sl:llléed Unit le"ma No Clinical Significant
TNF-a significance clinically
Ot1pg/mL  |O0ther: | Ot Oz Os

TNF-a ooUnexamined, reason
Date: | | | | __IYEAR|__|__|IMONTH|__|__|DAY Normal range Number: || | ||
Item Result Result Interpretation
Abnormal
M:,zsl?lzed Unit le‘ma No Clinical Significant
TNF-a significance clinically
Ot pg/mL | O20ther: 01 02 O3

TNF-a ooUnexamined, reason
Date: |__|__|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation
Abnormal
M:,zsl?lzed Unit le‘ma No Clinical Significant
TNF-a significance clinically
O1pg/mL  |O2Other: | Hh1 02 Os
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Protocol Number: KY2020-29

Attachement

Center Number |__|__|

Out of Plan

IL-6 ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
M%Zsl:'lzed Unit Noﬁma No Clinical Significant
IL-6 significance clinically
Ot1pg/mL  |O20ther: | Ot 02 Os
IL-6 ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Ms,zslﬁzed Unit Noﬁma No Clinical Significant
IL-6 significance clinically
O1pg/mL | O20ther: 04 02 Os
IL-6 ooUnexamined, reason
Date: | | | | _IYEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | ||
Item Result Result Interpretation
Abnormal
Mg}z;sl:llléed Unit le"ma No Clinical Significant
IL-6 significance clinically
Ot1pg/mL  |O0ther: | Ot Oz Os
IL-6 ooUnexamined, reason
Date: | | | | __IYEAR|__|__|IMONTH|__|__|DAY Normal range Number: || | ||
Item Result Result Interpretation
Abnormal
M:,zsl?lzed Unit le‘ma No Clinical Significant
IL-6 significance clinically
Ot pg/mL | O20ther: 01 02 O3
IL-6 ooUnexamined, reason
Date: |__|__|_| |YEAR|__|__|[MONTH|__|__|DAY Normal range Number: |__ | | | |
Item Result Result Interpretation
Abnormal
M:,zsl?lzed Unit le‘ma No Clinical Significant
IL-6 significance clinically
Ot pg/mL | O20ther: g 02 O3
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Protocol Number: KY2020-29 Attachement
Center Number |__|__| Subject Screening Number |__ ||| Out of Plan

Urine or serum HCG (Only applicable to women of childbearing age)  ooUnexamined,

reason
o1Not Applicable (Man or woman who isn't able to reproduce)
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY

Sample: Ol Blood 02 Urine

Result: O¢Negative 02 Positive

Urine or serum HCG (Only applicable to women of childbearing age)  ooUnexamined,

reason
o1Not Applicable (Man or woman who isn’t able to reproduce)
Date: |_|_ | _|__|YEAR|__|__|[MONTH|__|__|DAY

Sample: Ol Blood o2 Urine

Result: O¢Negative 02 Positive

Urine or serum HCG (Only applicable to women of childbearing age)  ooUnexamined,

reason
o1Not Applicable (Man or woman who isn't able to reproduce)
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY

Sample: Ol Blood 02 Urine

Result: O¢Negative 02 Positive

Urine or serum HCG (Only applicable to women of childbearing age)  ooUnexamined,

reason
o1Not Applicable (Man or woman who isn’t able to reproduce)
Date: |__|_|_ | _|YEAR|__|__|[MONTH|__|__|DAY

Sample: Ol Blood 02 Urine

Result: O1Negative 02 Positive

Urine or serum HCG (Only applicable to women of childbearing age)  ooUnexamined,

reason
o1Not Applicable (Man or woman who isn't able to reproduce)
Date: |__|_|_| _|YEAR|__|__|[MONTH|__|__|DAY
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Protocol Number: KY2020-29 Attachement

Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan

Sample: Ol Blood 02 Urine

Result: O¢Negative 02 Positive
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Protocol Number: KY2020-29 Attachement
Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Result: oi1Normal oz Abnormal,No Clinical significance 03 AbnormalSignificant clinically

If*Abnormal”, please describe:

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: |__ || | _|YEAR|__|__|[MONTH|__|__|DAY

Result: oiNormal oz Abnormal,No Clinical significance 03 AbnormalSignificant clinically

If*Abnormal”, please describe:

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: ||| _|_|YEAR[ |_|MONTH| | |DAY

Result: os1Normal oz Abnormal,No Clinical significance 03 AbnormalSignificant clinically

If*Abnormal”, please describe:

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: ||| _|_|YEAR| | _|MONTH| | |DAY

Result: o1Normal o2 Abnormal,No Clinical significance 03 AbnormalSignificant clinically

If*Abnormal”, please describe:

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: ||| _|_|YEAR| | |MONTH| | |DAY

Result: o1Normal o2 Abnormal,No Clinical significance o3 AbnormalSignificant clinically

If“Abnormal”, please describe:

Routine 12 Leads Electrocardiogram ooUnexamined, reason

Date: ||| _|_|YEAR| | |MONTH| | |DAY

Result: o1Normal o2 Abnormal,No Clinical significance o3 AbnormalSignificant clinically

If“Abnormal”, please describe:

Version: 3.0 (Date: 2020-02-25) 12-Lead ECG / Page



Protocol Number: KY2020-29 Attachement
Center Number |__|__| Subject Screening Number |__ ||| Out of Plan
Nucleic Acid Test of 2019-nCov oo Unexamined, reason

o1 Not Applicable

Sampling Part: oiUpper respiratory tract o.l.ower respiratory tract

Date: |__|_|_ | _|YEAR|__|__|[MONTH|__|__|DAY Date

Result: 01 Negative 02 Positive 0z Unidentified o4 Other, please describe

Nucleic Acid Test of 2019-nCov oo Unexamined, reason

o1 Not Applicable

Sampling Part: oiUpper respiratory tract o.lL.ower respiratory tract

Date: |_|_|_|_|YEAR|_|_|MONTH|__|__|DAY Date

Result: 01 Negative 02 Positive 0z Unidentified o4 Other, please describe

Nucleic Acid Test of 2019-nCov 0o Unexamined, reason

o1 Not Applicable

Sampling Part: oiUpper respiratory tract o.lL.ower respiratory tract

Date: |__|__|__|_|YEAR|__|__|MONTH|__|__|DAY Date

Result: O1Negative O Positive oz Unidentified o4 Other, please describe

Nucleic Acid Test of 2019-nCov 0o Unexamined, reason

o1 Not Applicable

Sampling Part: ciUpper respiratory tract o.Lower respiratory tract

Date: |__|__|_|_|YEAR|__|__|MONTH|__|__|DAY Date

Result: O1Negative O Positive oz Unidentified o4 Other, please describe

Nucleic Acid Test of 2019-nCov 0o Unexamined, reason

o1 Not Applicable

Sampling Part: ciUpper respiratory tract o.Lower respiratory tract

Date: ||| _|_|YEAR| | |MONTH| | |DAY Date

Result: O1Negative O Positive oz Unidentified o4 Other, please describe

Version: 3.0 (Date: 2020-02-25) Nucleic Acid Test of 2019-nCov / Page




Protocol Number: KY2020-29

Attachement

Center Number |__|__| Subject Screening Number |__ ||| Out of Plan

Pulse oxygen saturation (without oxygen inhalation )

ooUnexamined, reason

Date: |__|_|_ | _|YEAR|__|__|[MONTH|__|__|DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: |__|_|_|_|YEAR|__|_|MONTH|__|__|DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|__|MONTH|__|__|DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: ||| _|_|YEAR| | _|MONTH| | |DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: ||| _|_|YEAR| | |MONTH| | |DAY

Measured Value: % (Rest state)

Pulse oxygen saturation (without oxygen inhalation

ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Measured Value: % (Rest state)

Version: 3.0 (Date: 2020-02-25) Pulse oxygen saturation / Page




Protocol Number: KY2020-29 Attachement

Center Number |__|__| Subject Screening Number |__| | | | | Out of Plan
Chest CT ooUnexamined, reason
Date: |_|_|_|__IYEAR|__|__|[MONTH|__|__|DAY

Result: 01 Normal 02 Abnormal,No Clinical significance 03 Abnormal, significant clinically _

If abnormal, please describe

Wheather chest CT lesion absorbed =50% than baseline??

0o NO 01 YES 02 Unidentified s Unknown
04 Other, please describe:

Chest CT ooUnexamined, reason

Date: |__|_|_|_|YEAR|_|_|MONTH|__|__|DAY

Result: 01 Normal 02 Abnormal,No Clinical significance 0s Abnormal, significant clinically _

If abnormal, please describe

Wheather chest CT lesion absorbed =50% than baseline??

0o NO o4 YES 02 Unidentified 0s; Unknown
04 Other, please describe:

Chest CT ooUnexamined, reason

Date: ||| _|_|YEAR| | _|MONTH| | _|DAY

Result: 01 Normal 0> Abnormal,No Clinical significance 0s Abnormal, significant clinically __

If abnormal, please describe

Wheather chest CT lesion absorbed =50% than baseline??

0o NO 01 YES 02 Unidentified 03 Unknown
04 Other, please describe:

Version: 3.0 (Date: 2020-02-25) Chest CT/ Page



Protocol Number: KY2020-29

Center Number |__|__|

Attachement
Out of Plan

Arterial Blood Gas Analysis

ooUnexamined, reason

Inhalate oxygen or not? [1oNo [liYes, (FiO2): %
Date: | | | | _|YEAR|__|__IMONTH|__|__|DAY
Result Result Interpretation
Abnormal Unexamin
Item
Measured Value Unit Nmima No Clinical [Significan| ¢d
significance |t clinically
Arterial partial pressure of O mmHg 02
oX g en (FE)aOZ) l i h DZ - b
Y9 Other:
Oxygen saturation
yo 01% O20ther; | [ Ll E Lo
(Sa02)
Arterial Blood Gas Analysis ooUnexamined, reason
Inhalate oxygen or not? [1o No [liYes, (FiO2): %
Date: |__ | | | |YEAR|__|__|[MONTH|__|__|DAY
Result Result Interpretation
Abnormal Unexamin
Item
Measured Value Unit Nmima No Clinical |Significan ed
significance |t clinically
Arterial partial pressure of O mmHg 02
oX g en <|faoz> 1 i h : e o
Y9 Other:
Oxygen saturation
vg 01% Oz Other: L] L2 [ls [lo
(Sa02) -

Version: 3.0 (Date: 2020-02-25)
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Protocol Number: KY2020-29 Attachement

Center Number |__|__|

Subject Screening Number |__ | | ||| Out of Plan

Clinical status

oo No evaluation, reason

Date: | ||| _IYEAR|__|__|MONTH|__|__|DAY
(1 Level 1: discharge
[ 1> Level 2: hospitalization, oxygen therapy is not required
[z Level 3: hospitalization, require oxygen therapy
Result [ 14 Level 4:1CU/ hospitalization, require noninvasive ventilation (NIV)/
esu

High flow nasal catheter oxygen therapy (HFNC)
s Level 5:ICU, require extracorporeal membrane oxygenation

(ECMO)and/or invasive mechanical ventilation(IMV)
[Je Level 6:Death

Clinical status

oo No evaluation, reason

Date: | ||| _IYEAR|__|__|MONTH|__|__|DAY
[1; Level 1: discharge
[ Level 2: hospitalization, oxygen therapy is not required
s Level 3: hospitalization, require oxygen therapy
Result 4 Level 4:1CU/ hospitalization, require noninvasive ventilation (NIV)/
esu

High flow nasal catheter oxygen therapy (HFNC)
s Level 5:ICU, require extracorporeal membrane oxygenation

(ECMO)and/or invasive mechanical ventilation(IMV)
[Je Level 6:Death

Clinical status

oo No evaluation, reason

Date: | ||| _IYEAR|__|__|MONTH|__|__|DAY
[1; Level 1: discharge
(]2 Level 2: hospitalization, oxygen therapy is not required
[JsLevel 3: hospitalization, require oxygen therapy
Result (4 Level 4:1CU/ hospitalization, require noninvasive ventilation (NI1V)/
esu

High flow nasal catheter oxygen therapy (HFNC)
[lsLevel 5:ICU, require extracorporeal membrane oxygenation

(ECMO)and/or invasive mechanical ventilation(IMV)
[ls Level 6:Death

Version: 3.0 (Date: 2020-02-25) Clinical Status / Page




Signment of the Informed Consent Form (ICF)

Date of signing the Informed Consent

||| IYEAR|__|__[MONTH|__|__|DAY

Version number of the Informed Consent

The version number of the protocol shall apply
when the Informed Consent is signed

Signment of the Informed Consent Form (ICF)

Date of signing the Informed Consent

||| _IYEAR|__|__|MONTH|__|__|DAY

Version number of the Informed Consent

The version number of the protocol shall apply

when the Informed Consent is signed

Signment of the Informed Consent Form (ICF)

Date of signing the Informed Consent

||| _|YEAR|__|__[MONTH|__|__|DAY

Version number of the Informed Consent

The version number of the protocol shall apply

when the Informed Consent is signed

Signment of the Informed Consent Form (ICF)

Date of signing the Informed Consent

[YEAR|__|__IMONTH|__|__|DAY

Version number of the Informed Consent

The version number of the protocol shall apply
when the Informed Consent is signed

Signment of the Informed Consent Form (ICF)

Date of signing the Informed Consent

||| _|YEAR|__|__|[MONTH|__|__|DAY

Version number of the Informed Consent

The version number of the protocol shall apply
when the Informed Consent is signed

Version: 3.0 (Date: 2020-02-25)
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Final Case Report Form: KY2020-29
This 1s the original version of the final Case Report Form

in Chinese.
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HYDROXYCHLOROQUINE SULFATE IN THE TREATMENT OF COVID-19
INFECTION -A RANDOMIZED, OPEN MULTICENTER STUDY
INFORMED CONSENT
Dear Sir or Madame:
We invite you to participate in a randomized, controlled, open multicenter study of
hydroxychloroquine sulfate in the treatment of COVID-19 infection clinical research. Before you
agree to participate in this study, please read the following message carefully. You may also discuss
it with your relatives and ask your doctor or researcher any questions you wish to know until you
get a satisfied answer. If you agree to participate in this study, please sign the informed consent and
keep a copy of the informed consent signed by both parties.
I. RESEARCH BACKGROUND AND PURPOSE:
Since December 2019, a number of cases of COVID-19 pneumonia have been found in wuhan,
Hubei province. With the spread of the epidemic, such cases have also been found in other parts of
China and abroad. So far, there is still a lack of effective and specific anti-coronavirus drugs in the
treatment of COVID-19 pneumonia. Using drugs with potential antiviral effects and already been
clinically proven safety in humans is one of the fastest solutions. Hydroxychloroquine (HCQ)
sulfate is an antimalarial and immunoregulatory drug that has been clinically used for decades. It
was first used in the treatment of systemic lupus erythematosus (SLE) in 1955 and rheumatoid
arthritis in 1988. Hydroxychloroquine sulfate has multiple mechanisms of action such as immune
regulation, anti-inflammatory, inhibition of cell proliferation and mutagenicity, reduction of blood
lipid, anti-thrombotic, and reduction of diabetes risk, etc. The indications of hydroxychloroquine

sulfate in clinical practice extends from rheumatic immune diseases to dermatology, oncology and



other fields. Recently, clinical studies have confirmed hydroxychloroquine sulfate possible antiviral
effect of high doses in various respiratory viruses (including coronavirus SARS and Middle East
respiratory virus). The drug safety of hydroxychloroquine sulfate has been widely recognized, and
the drug's tissue distribution concentration is also high.

Therefore, we conducted a national multi-center clinical study to investigate the effect of
hydroxychloroquine sulfate on the viral negative conversion rate, clinical symptom remission,
improvement of laboratory examination result, and prevention of increased progression. It is
expected that hydroxychloroquine sulfate can be confirmed as effective drug in treating patients
with COVID-19 infection.

Il. PROCEDURES

This study was carried out in 20 centers across the country. After you participate in this study, we
will follow up and observe your condition for 28 days, including 14 days or 21days according to the
disease severity after treatment and 7 days after treatment. You will receive standard care according
to Chinese guideline of COVID-19 pneumonia edition 6 or standard care and hydroxychloroquine
sulfate orally. Routine consultation and physical examination, chest HRCT, vital signs monitoring,
relevant blood examination and viral nucleic acid sampling will be done according to the protocol.
I11. WHAT DO YOU NEED TO DO TO PARTICIPATE IN THIS STUDY

To participate in this study, the doctor will treat your disease according to the current COVID - 19
pneumonia Chinese guideline. Give fully active treatment, follow-up, and randomly with or without
use of hydroxychloroquine sulfate orally (for 14-21 days according to the disease severity).
Investigators will collect your demographic information, evaluate your clinical condition before the

treatment, 4 days, 7 days, 10 days, 14 days and 21 days (for severe pneumonia) during the



treatment. Laboratory examination and safety of the treatment were followed up along with the
treatment and 7 days after treatment.

IVV. POSSIBLE BENEFITS OF PARTICIPATING IN THIS STUDY

Your participation in this study may contribute to your recovery from COVID 19 infection.

V. POSSIBLE ADVERSE REACTIONS, RISKS AND RISK PREVENTION MEASURES IN
THE STUDY

You will not be at additional risk if you are enrolled in a routine medical program where all
examinations are for diseases.

VI. DESCRIPTION OF EXPENSES

The required examination and treatment in this study are completed according to the routine of
diagnosis and treatment, and there will be no additional cost for you to participate in this study.
VII. COMPENSATION FOR PARTICIPATION IN THE STUDY, INCLUDING
COMPENSATION FOR INJURY

This study is related to diseases of public health emergencies. There is no corresponding financial
compensation. At the same time, the treatment you received after participating in this study is
carried out in accordance with the standard management of diseases. The additional
hydroxychloroquine sulfate tablets you received are commonly used as a routine clinical
medication, but individual patients may still have individual adverse drug reactions. However, since
the drug has been on the market for many years, investigators are familiar with the type and severity
of adverse reactions, and will take corresponding treatment according to the condition if it happens.
Corresponding measures will include stopping the use of the drug according to the severity of the

adverse reactions. Your participation will make an important contribution to the treatment of covid-



19 infection and provide help for the future treatment of similar patients. We appreciate your
participation very much.

VIII. ALTERNATIVE PLAN

This is a clinical observation study, if you are not willing to participate in this study, according to
the routine management of the disease, will not affect your clinical treatment.

IX. CONFIDENTIALITY OF YOUR PERSONAL INFORMATION

Your medical records (including research medical records and physical and laboratory examination
reports) will be kept in the hospital as required. In addition to investigators, ethics committees,
supervision, auditing, pharmaceutical administration departments and other relevant personnel will
be allowed to access your medical records, other personnel not related to the study will not have
access to your medical records without permission. Public reports of the results of this study will
not disclose your personal identity. We will do everything we can to protect the privacy of your
personal medical information.

X. TERMINATION OF STUDY

Participation in the study is entirely voluntary. You may refuse to participate in the study or
withdraw from the study without reason at any time during the study. This will not affect your
relationship with your doctor, nor will it affect the loss of your medical or other benefits. In
addition, your participation in this study may be terminated for the following reasons:

1. You did not follow the study protocol.

2. You fail to conduct follow-up observation on time.



XI. ETHICS COMMITTEE
This study was reported to the human research ethics committee of Ruijin hospital affiliated to the
school of medicine of Shanghai Jiao tong university, and was approved after a comprehensive

review by the committee, including risk assessment of the subjects.

I confirm that I have read and understood the informed consent of this study, voluntarily accepted

the treatment in this study, and agreed to use my medical data for the publication of this study.

Subject signature: contact: date:
Proxy signature (if necessary): relationship with subject: date:
Witness (if required): relationship with subject: date:

I confirm that I have explained to the patient the details of the study, including its rights and

possible benefits and risks, and given him a copy of the signed informed consent.

Signature of investigator:

Contact information: (mobile phone) date:
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