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Text S1. Supplementary Technical Information. 
 
Additional information is described: (1) inclusion and exclusion criteria used for the 
trial and follow-up study; (2) severity grading table for AEs; (3) subject compliance and 
the per-protocol analysis set for immunogenicity; and (4) study approvals. 
 
1.  Inclusion and Exclusion Criteria 

A. Inclusion Criteria 

Subjects were eligible for inclusion into Stage 1 if they met the following criteria: 
 Healthy Ugandan male, female subjects aged 21 to 40 years (age on informed consent). 

 No severe malnutrition (defined as an adult whose weight-for-height is below -3 standard 
deviation [SD] or less than 70% of the median of the National Center for Health Statistics 
[NCHS]/World Health Organization [WHO] normalized reference values). 

 Agreed to comply with matters to be observed during participation in the trial, undergo 
consultation/examination, and to abide with follow-up procedures as described in the 
protocol, and report any symptoms. 

 Meets the screening assessments: 

Vital signs (temperature, pulse and blood pressure) and physical examination within the 
normal range. 

Hematology counts were within 25% deviation from the upper and lower limits of the 
normal range.  The differential white blood count (WBC) was not questioned when the total 
WBC was within the normal range. 

Blood chemistry: 

- aspartate aminotransferase (AST), alanine aminotransferase (ALT), and creatinine 
levels within the normal range 

- total bilirubin level was within 50% deviation from the upper limit 

- serum electrolytes were within the normal range 

- other blood chemistry parameters were within 25% deviation from the upper and 
lower  limits of the normal range 

Urinalysis was within the normal range. 

 

Subjects were eligible for inclusion into Stage 2 and the follow-up study if they met the 
following criteria: 

 Ugandan male, female subjects aged 6 to 20 years (age on informed consent). 

 No severe malnutrition (body mass index was between the 5th percentile to less than the 
85th percentile for subjects aged 6 to 19 years and between 18.5 to 25.0 kg/m2 for subjects 
aged 20 years). 

 Agreed to participate in the trial: for children between 8 to 17 years, the child’s assent took 
precedence over the consent from the parent(s)/guardian(s). 

 Agreed to comply with matters to be observed during participation in the trial, undergo 
consultation/examination, abide by follow-up procedures as described in the protocol, and 
report any symptoms. 

 Meets the screening assessments: 

Vital signs and physical examination within the normal range 
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Hematology within 25% deviation from the upper and lower limits of the normal range.  
The differential WBC was not questioned when the WBC count was within the normal 
range. 

Blood chemistry: 

-   AST, ALT, and creatinine within the normal range 

-   total bilirubin within 50% deviation from the upper limit 

-   serum electrolytes within the normal range 

-   other blood chemistry parameters are within 25% deviation from the upper and lower     
limits of the normal range 

Urinalysis was within the normal range. 

 

B.  Exclusion Criteria 

Stage1:  Subjects were excluded if they met any of the following criteria: 

 Fever of 37.5C or higher on the day of vaccination. 

 Clear history of food/drug-related anaphylaxis. 

 Female subjects who were pregnant or had a positive urine beta-human chorionic 
gonadotropin (β-hCG) on the day of, or prior to, vaccination. 

 Female subjects currently lactating or breast-feeding. 

 Acute or chronic cardiovascular, pulmonary, hepatic, renal, or neurological condition, 
which in the opinion of the investigator, could have increased the risk of the subject by 
participating in the trial. 

 History of fever within 2 days after preventive injection with other types of vaccine, or 
those in whom symptoms had suggested systemic allergy. 

 History of convulsion. 

 Confirmed or suspected immunosuppressive or immunodeficient condition.  (HIV testing 
was not performed.  Severe, suspected infectious diseases were ruled out by the investigator 
during physical examination/consultation, and from results of blood hematology/chemistry 
tests).  

 History or tentative diagnosis of drug allergy. 

 History or current drug/alcohol dependency. 

 Intake of medication within 1 week before vaccination (except for artemether/lumefantrine 
and dihydroartemisinin-piperaquine). 

 Vaccination of live vaccine within 4 weeks before vaccination, or of inactivated 
vaccine/toxoid within 1 week of vaccination. 

 Participation in another trial within 4 months before vaccination.  

 Donation of 200 mL blood within 1 month before vaccination, or more than 400 mL of 
blood within 3 months before vaccination. 

 Others who were not considered to be eligible by the investigator or those, whose medical 
condition would, in the opinion of the investigator, have made the subject unsuitable for the 
trial. 
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Stage2 and the follow-up study:  Subjects were excluded if they met any of the following 
criteria: 

 Fever of 37.5C or higher on the day of vaccination. 

 Clear history of food/drug-related anaphylaxis. 

 Female subjects who were pregnant or had a positive urine β-hCG on the day of, or prior to, 
vaccination. 

 Female subjects currently lactating or breast-feeding. 

 Acute or chronic cardiovascular, pulmonary, hepatic, renal, or neurological condition, 
which in the opinion of the investigator, could have increased the risk of the subject by 
participating in the trial. 

 History of fever within 2 days after preventive injection with other types of vaccine, or 
those in whom symptoms had suggested systemic allergy. 

 History of convulsion other than febrile convulsions in malaria within 6 months to 1 year.  

 Confirmed or suspected immunosuppressive or immunodeficient condition.  (HIV testing 
was not performed.  Severe, suspected infectious diseases were ruled out by the investigator 
during physical examination/consultation, blood hematology/chemistry tests).  

Additionally, subjects verbally informed the investigator if they had been tested positive for 
HIV.  (Information on the child’s HIV status was obtained from their parents or guardians.) 

 History or tentative diagnosis of drug allergy; especially to common drugs like penicillin 
and sulphonamides. 

 History of chronic alcohol consumption and/or illicit drug use. 

 Intake of medication within 1 week before vaccination (except for artemether/lumefantrine 
and dihydroartemisinin-piperaquine). 

 Vaccination of live vaccine within 4 weeks before vaccination, or inactivated 
vaccine/toxoid within 1 week before vaccination. 

 Participation in another trial within 4 months before vaccination. 

 Donation of 200 mL blood within 1 month before vaccination, or more than 400 mL of 
blood within 3 months before vaccination. 

 Blood transfusion within 3 months. 

 Those, whose medical condition would, in the opinion of the investigator, have made the 
subject unsuitable for the trial.  
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2.  Severity grading table for AEs in adults and children. 
 
 CLINICAL    

PARAMETER 
GRADE 1 

MILD 
GRADE 2 

MODERATE 
GRADE 3 
SEVERE 

GRADE 4 
POTENTIALLY 

LIFE-
THREATENING

ESTIMATING SEVERITY GRADE  

Clinical adverse event NOT 
identified elsewhere in this 
AE grading table  

Symptoms causing no or 
minimal interference 
with usual social & 
functional activities. 
Mild discomfort. 
No need for medical 
intervention.  

Symptoms causing 
greater than minimal 
interference with usual 
social & functional 
activities. 
Moderate discomfort. 
May require no or 
minimal medical 
intervention. 

Symptoms causing 
inability to perform usual 
social & functional 
activities. 
Severe discomfort. 
Requires medical 
intervention. 

Symptoms causing inability 
to perform basic self-care 
functions OR Medical or 
operative intervention 
indicated to prevent 
permanent impairment, 
persistent disability, or death 

ADMINISTRATION SITE REACTIONS 

Administration site pain 
(pain without touching) Or 
Tenderness (pain when area 
is touched)   

Pain/tenderness causing 
no or minimal limitation 
of use of arm  

Pain/tenderness 
limiting use of arm OR 
Pain/tenderness 
causing greater than 
minimal interference 
with usual social & 
functional activities  
(May require single 
dose of analgesic) 

Pain/tenderness causing 
inability to perform usual 
social & functional 
activities.  Requires 
medical intervention (e.g. 
repeated doses of 
analgesic)  

Pain/tenderness causing 
inability to perform basic 
self-care function OR 
Hospitalization (other than 
emergency room visit) 
indicated for management of 
pain/tenderness  

Erythema (redness) or skin 
discoloration 

Light red blush up to 
25% of the 
circumference of the 
upper arm 

Marked redness 
involving up to 50% 
of the circumference 
of the arm 

Brick red involving >50% 
of the circumference of 
the upper arm 

NA 

Edema (swelling) 

Light edema involving 
up to 25% of the 
circumference of the 
upper arm 

Marked edema 
involving up to 50% 
of the circumference 
of the arm 

Significant edema >50% 
of the circumference of 
the upper arm 

NA 

Induration/nodule 
formation 

Hardening under the 
skin <1.5 cm in 
diameter 

Hardening under the 
skin 1.5-3.0 cm in 
diameter 

Hardening under the skin 
>3.0 cm in diameter 

NA 

Skin damage (vesicle, ulcer)
Vesicles or superficial 
disruption of epithelium 
< 1 cm 

Vesicles or 
superficial disruption 
of epithelium 1–2 cm

Full thickness disruption 
of the epithelium 
(ulceration) > 2 cm 

Necrosis (involving dermis 
and deeper tissue)  

Formation of crust or scab Crust, scab or scar ≤ 2cm
Crust, scab or scar 2–
4cm 

Crust, scab or scar > 4cm NA 

Lympadenopathy Local,  > 1 node/ >2cm 
Regional with 
associated graded 
pain 

Generalized and/or 
with associated  
graded pain 

Generalized with 
constitutional symptoms (i.e. 
fever, headache, 
etc) requiring hospitalization

SYSTEMIC REACTOGENICITY  SIGNS/SYMPTOMS 

Headache 

Minimal headache 
causing no interference 
with usual social & 
functional activities 

Moderate headache 
causing some 
interference with daily 
activities. May require 
single dose of 
analgesic. 

Significant headache 
causing marked limitation 
of daily activities (e.g. 
unable to work). Requires 
medical intervention (e.g. 
repeated doses of 
analgesic) 

Symptoms causing inability 
to perform basic self-care 
functions OR Hospitalization 
indicated (other than 
emergency room visit) OR 
Headache with significant 
impairment of alertness or 
other neurologic function 

Chills  

Symptoms causing no or 
minimal interference 
with usual social & 
functional activities  

Symptoms causing 
greater than minimal 
interference with usual 
social & functional 
activities 

Symptoms causing 
inability to perform usual 
social & functional 
activities  

NA  
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PARAMETER 
GRADE 1 

MILD 
GRADE 2 

MODERATE 
GRADE 3 
SEVERE 

GRADE 4 
POTENTIALLY 

LIFE-
THREATENING 

Fatigue Malaise  

Symptoms causing no or 
minimal interference 
with usual social & 
functional activities  

Symptoms causing 
greater than minimal 
interference with usual 
social & functional 
activities  

Symptoms causing 
inability to perform usual 
social & functional 
activities  

Incapacitating fatigue/ 
malaise symptoms causing 
inability to perform basic 
self-care functions  

Myalgia (non-
administration site)  

Muscle pain causing no 
or minimal interference 
with usual social & 
functional activities  

Muscle pain causing 
greater than minimal 
interference with usual 
social & functional 
activities 

Muscle pain causing 
inability to perform usual 
social & functional 
activities  

Disabling muscle pain 
causing inability to perform 
basic self-care functions  

Arthralgia  

Joint pain causing no or 
minimal interference 
with usual social & 
functional activities  

Joint pain causing 
greater than minimal 
interference with usual 
social & functional 
activities 

Joint pain causing inability 
to perform usual social & 
functional activities  

Disabling joint pain causing 
inability to perform basic 
self-care functions  

 
Fever (nonaxillary)  
 

37·7–38·6°C  38·7– 39·3°C  39·4– 40·5°C  > 40·5°C  

Nausea  

Transient (< 24 hours) or 
intermittent nausea with 
no or minimal 
interference with oral 
intake  

Persistent nausea 
resulting in decreased 
oral intake for 24 – 48 
hours  

Persistent nausea resulting 
in minimal oral intake for 
> 48 hours OR Aggressive 
rehydration indicated (e.g., 
IV fluids)  

Life-threatening 
consequences (e.g., 
hypotensive shock)  

Vomiting  

Transient or intermittent 
vomiting with no or 
minimal interference 
with oral intake  

Frequent episodes of 
vomiting with no or 
mild dehydration  

Persistent vomiting 
resulting in orthostatic 
hypotension OR 
Aggressive rehydration 
indicated (e.g., IV fluids)  

Life-threatening 
consequences (e.g., 
hypotensive shock)  

Pruritis associated with 
administration  See 
also:Pruritis (itching - no 
skin lesions)  

Itching localized to 
administration site AND 
Relieved spontaneously 
or with < 48 hours 
treatment   

Itching beyond the 
administration site but 
not generalized OR 
Itching localized to 
administration site 
requiring ≥ 48 hours 
treatment   

Generalized itching 
causing inability to 
perform usual social & 
functional activities  

NA  

Pruritis (itching – no skin 
lesions)  
 

Itching causing no or 
minimal interference 
with usual social & 
functional activities  

Itching causing greater 
than minimal 
interference with usual 
social & functional 
activities  

Itching causing inability to 
perform usual social & 
functional activities  

NA  

Rash 

Localized 
maculopapular (non-
urticarial) rash at the 
injection site area 
causing no interference 
with daily activities  

Diffuse 
maculopapular (non-
urticarial) rash at the 
injected arm (beyond 
injection site) causing 
some limitation of 
daily activities 

Diffuse macular, 
maculopapular, or 
morbilliform rash with 
vesicles or limited number 
of bullae OR Superficial 
ulcerations of mucous 
membrane limited to one 
site  

Extensive or generalized 
bullous lesions OR Stevens-
Johnson syndrome OR 
Ulceration of mucous 
membrane involving 2 or 
more distinct mucosal sites 
OR Toxic epidermal 
necrolysis (TEN)  

Allergic reaction 

Localized urticaria at 
injection site causing no 
interference with daily 
activities 

Diffuse urticaria at 
the injected arm 
(beyond injection 
site)  and causing 
some limitation of 
daily activities 

Systemic urticaria or 
angioedema causing 
marked limitation of daily 
activities. Requires 
medical intervention 

Acute anaphylaxis OR Life-
threatening bronchospasm 
OR laryngeal edema 

OTHER CLINICAL OBSERVATIONS 

Cardiac Arrhythmia 

Asymptomatic with 
transient dysrhythmia 
causing no interference 
with daily activities. 
No treatment required. 

Notable symptoms 
causing some 
interference with daily 
activities. 
Non-urgent treatment 
required 
 

Symptomatic and 
incompletely controlled by 
medical or invasive 
treatment.  NA 



6 
 

PARAMETER 
GRADE 1 

MILD 
GRADE 2 

MODERATE 
GRADE 3 
SEVERE 

GRADE 4 
POTENTIALLY LIFE-

THREATENING

Hypotension  NA  
Symptomatic, 
corrected with oral 
fluid replacement  

Symptomatic, IV fluids 
indicated  

Shock requiring use of 
vasopressors or mechanical 
assistance to maintain blood 
pressure  

H
y
p
e
r
t
e
n
s
i
o
n 

Adult > 17 years  
(with repeat testing at 
same visit)  

> 140–159 mmHg 
systolic  
OR  
> 90–99 mmHg diastolic 

> 160–179 mmHg 
systolic  
OR  
> 100–109 mmHg 
diastolic  

> 180 mmHg systolic  
OR  
> 110 mmHg diastolic  

Life-threatening 
consequences (e.g., 
malignant hypertension) OR 
Hospitalization indicated 
(other than emergency room 
visit)  

Pediatric  
≤ 17 years  
(with repeat testing at 
same visit)  

NA  

91st–94th percentile 
adjusted for age, 
height, and gender 
(systolic and/or 
diastolic)  

≥ 95th percentile adjusted 
for age, height, and gender 
(systolic and/or diastolic)  

Life-threatening 
consequences (e.g., 
malignant hypertension) OR 
Hospitalization indicated 
(other than emergency room 
visit) 

Hemorrhage, blood loss 
Asymptomatic and 
requiring no therapy 

Mildly symptomatic 
Gross blood loss AND/OR 
1–2 units transfused 

NA 

Constipation 
Minimally symptomatic. 
No medical intervention 
required. 

Significant abdominal 
pain with impaction 
requiring prescription 

Requiring disimpaction 
AND/OR 
Hospital treatment 

NA 

Diarrhea 

Transient or intermittent 
episodes of unformed 
stools OR Increase of ≤ 
3 stools over baseline per 
24-hour period  

Persistent episodes of 
unformed to watery 
stools OR Increase of 
4–6 stools over 
baseline per 24-hour 
period  

Bloody diarrhea OR 
Increase of ≥ 7 stools per 
24-hour period OR IV 
fluid replacement indicated  

Life-threatening 
consequences (e.g., 
hypotensive shock)  

Oral Discomfort/Dysphagia
Mild discomfort, no 
difficulty swallowing 

Difficulty swallowing 
but able to eat and 
drink 

Unable to swallow solids; 
Loss of appetite associated 
with significant weight 
loss 

Life-threatening 
consequences OR 
Aggressive intervention 
indicated [e.g., tube feeding 
or total parenteral nutrition 
(TPN) 

Alteration in personality-
behavior or in mood (e.g., 
agitation, anxiety, 
depression, mania, psychosis) 

Alteration causing no or 
minimal interference 
with usual social & 
functional activities  

Alteration causing 
greater than minimal 
interference with usual 
social & functional 
activities  

Alteration causing inability 
to perform usual social & 
functional activities  

Behavior potentially harmful 
to self or others (e.g., 
suicidal and homicidal 
ideation or attempt, acute 
psychosis) OR Causing 
inability to perform basic 
self-care functions   

Paresthesia (burning, 
tingling, etc.) 

Minimal discomfort 
resulting in minimal or 
no interference with 
daily activities 

Notable symptoms 
resulting in greater 
than minimal changes 
in daily activities 

Marked and persistent 
discomfort resulting in 
significant incapacity 
AND/OR 
Narcotic analgesia 
required for symptomatic 
improvement 

NA 

Infection (any other than 
HIV infection)  

Localized, no systemic 
antimicrobial treatment 
indicated AND 
Symptoms causing no or 
minimal interference 
with usual social & 
functional activities  

Systemic antimicrobial 
treatment indicated OR 
Symptoms causing 
greater than minimal 
interference with usual 
social & functional 
activities  

Systemic antimicrobial 
treatment indicated AND 
Symptoms causing 
inability to perform usual 
social & functional 
activities OR Operative 
intervention (other than 
simple incision and 
drainage) indicated  

Life-threatening 
consequences (e.g., septic 
shock)  

Neuromuscular weakness 
(including myopathy & 
neuropathy)   

Asymptomatic with 
decreased strength on 
exam OR Minimal 
muscle weakness 
causing no or minimal 
interference with usual 
activities 

Muscle weakness 
causing greater than 
minimal interference 
with usual social & 
functional activities  

Muscle weakness causing 
inability to perform usual 
social & functional 
activities  

Disabling muscle weakness 
causing inability to perform 
basic self-care functions OR 
Respiratory muscle 
weakness impairing 
ventilation  
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PARAMETER 
GRADE 1 

MILD 
GRADE 2 

MODERATE 
GRADE 3 
SEVERE 

GRADE 4 
POTENTIALLY LIFE-

THREATENING 

 
 
 
D
y
s
p
n
e
a 

Adult ≥ 14 years  

Dyspnea on exertion 
with no or minimal 
interference with usual 
social & functional 
activities  

Dyspnea on exertion 
causing greater than 
minimal interference 
with usual social & 
functional activities 

Dyspnea at rest causing 
inability to perform usual 
social & functional 
activities  

Respiratory failure with 
ventilatory support indicated 

Pediatric < 14 years  
Wheezing OR minimal 
increase in respiratory 
rate for age  

Nasal flaring OR 
Intercostal retractions 
OR Pulse oximetry 
90–95%  

Dyspnea at rest causing 
inability to perform usual 
social & functional 
activities OR Pulse 
oximetry< 90%  

Respiratory failure with 
ventilatory support indicated 

Cough  

Transient cough 
resulting in minimal or 
no interference with 
daily activities 

Recurrent or persistent 
cough resulting in 
greater than minimal 
interference with daily 
activities 

Uncontrolled cough 
causing significant 
interference with daily 
activities 

NA 

Arthritis 

Mild pain with no joint 
swelling. 
No interference with 
daily activities. 

Moderate pain with 
inflammation, 
erythema, or joint 
swelling. 
Some interference with 
daily activities. 

Severe pain with 
inflammation, erythema, or 
joint swelling causing 
significant incapacity. 

NA 

Skin (general) 
 Localized, 
asymptomatic. 

Diffuse with notable 
symptoms and/or some 
interference with daily 
activities. 

Generalized, marked 
symptoms and/or 
significantly interference 
with daily activities. 

NA 

 
HEMATOLOGY:  values in the first column are reference ranges used for Stage1 and Stage2 

Hemoglobin (Hgb)  

 Male 
(14 –17·4 g/dl)  10·0–10·9 g/dl 

OR  
Any decrease  
2·5– 3·4 g/dl 

9·0– 9·9 g/dl  
OR  
Any decrease  
3·5–4·4 g/dl 

7·0– 8·9 g/dl 
OR  
Any decrease  
≥ 4·5 g/dl 

< 7·0 g/dL 
Female  
(12–16 g/dl) 

Children 
(9·5–14·8 g/dl) 

Platelets, decreased 
Stage1: (150–400 x 109/l) 
Stage2:(130–450 x 109/l) 

100·000 x 109– 
124·999 x 109/l 

50·000 x 109– 
99·000 x 109/l 

25·000 x 109– 
49·999 x 109/l 

< 25·000 x 109/l 

Platelets, elevated NA 550-600 x 109/l > 600 x 109/l NA 

WBC, decreased 
Adult  (5–10 x 109/l)  
Children (4–13·5 x 109/l) 

2·0 x 109 –  
2·5 x 109/l 

1·5 x 109 –  
1·9 x 109/l 

1·0 x 109 –  
1·4 x 109/l 

< 1·0 x 109/l 

BLOOD CHEMISTRY 

Albumin, serum, low  
(3·8– 5·1 g/dl) 

3·0 g/dl –< LLN 2.0–2.9 g/dl < 2·0 g/dl  NA  

Alkaline Phosphatase  
Stage1: Male (80–306 U/l),      
Female (64–306 U/l)  
Stage2:  Male (up to 306 U/l),       
Female (up to 64–306 U/l);  
6–15y (up to 644·0), 15–17y (up to 
483·0) 

1·25–2·5 x ULN 2·6–5·0 x ULN  5·1–10·0 x ULN  > 10·0 x ULN  

ALT (SGPT) 
Male (up to 42 U/l)   
Female (up to 32 U/l) 

1·25 – 2·5 x ULN  2·6–5·0 x ULN  5·1–10·0 x ULN  > 10·0 x ULN  

AST (SGOT)  
Male (up to 37 U/l)   
Female (up to 31 U/l) 

1·25– 2·5 x ULN  2·6–5·0 x ULN  5·1–10·0 x ULN  > 10·0 x ULN  
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PARAMETER 
GRADE 1 

MILD 
GRADE 2 

MODERATE 
GRADE 3 
SEVERE 

GRADE 4 
POTENTIALLY 

LIFE-
THREATENING 

Bilirubin (Total) 
Stage1: (up to 1·1 mg/dl), 
Stage2: (up to 1·2 mg/dl) 

1·1–1·5 x ULN  1·6 – 2·5 x ULN  2·6–5·0 x ULN  > 5·0 x ULN  

Cholesterol (fasting)                          LMC values:  up to 30 y: (up to 180mg/dl); above 30 y: (up to 200 mg/dl) 

 Adult ≥ 18 years   >180–239 mg/dl 240–300 mg/dl > 300 mg/dl NA 

Pediatric < 18 years 170–199 mg/dl 200–300 mg/dl    > 300 mg/dl NA 

Creatinine 
Male (0·6 - 1·1 mg/dl)              
Female (0·5 - 0·9 mg/dl) 

1·1–1·3 x ULN 1·4–1·8 x ULN 1·9–3·4 x ULN  ≥ 3·5 x ULN 

Glucose, serum, high               LMC values: random blood sugar (70–115 mg/dl); fasting blood sugar (70–100 mg/dl) 

 Nonfasting 116–160 mg/dl 161–250 mg/dl 251–500 mg/dl  > 500 mg/dl 

 Fasting  110–125 mg/dl 126–250 mg/dl 251–500 mg/dl > 500 mg/dl 

Glucose, serum, low  

 
Adult and Pediatric   
≥ 1 month 

55– 64 mg/dl 40–54 mg/dl 30–39 mg/dl < 30 mg/dl 

Serum amylase  
(up to 90 U/l) 

1·1–1·5 x ULN  1·6–2·0 x ULN  2·1–5·0 x ULN  > 5·0 x ULN  

Potassium, serum, high  
(3·6 –5·5 mmol/l) 

5·6–6·0 mmol/l 6·1–6·5 mmol/l 6·6–7·0 mmol/l > 7·0 mmol/l 

Potassium, serum, low 
(3·6 –5·5 mmol/l) 

3·2–3·4 mmol/l 3·0–3·1 mmol/l ≤ 2·9 mmol/l NA 

Sodium, serum, high  
(135–155 mmol/l) 

146–150 mmol/l 151–154 mmol/l 155–159 mmol/l ≥ 160 mmol/l 

Sodium, serum, low  
(135–155 mmol/l) 

130–135 mmol/l  125–129 mmol/l  121–124 mmol/l ≤ 120 mmol/l 

Uric acid  
Male (3·4–7·0 mg/dl)                 
Female (2·4–5·7 mg/dl) 

7·5–10·0 mg/dl 10·1–12·0 mg/dl 12·1–15·0 mg/dl  > 15·0 mg/dl 

Urea nitrogen  (BUN)* 
Stage1: (10–50 mg/dl),  
Stage2: Adult (10–50 mg/dl), 
Children (7–22 mg/dl), 

1·25– 2·5x ULN 2·6–5x ULN 5·1–10x ULN >10x ULN 

γ-GTP* 
Stage1:Male (11– 61 U/l),                    
Female (9–39 U/l);  
Stage2:  Male ( up to 61 U/l),  
Female (up to 39 U/l) 

1·25– 2·5x ULN 2·6–5x ULN 5·1–10x ULN >10x ULN 

Total protein, hypoproteinemia** 
(6·6–8·7 g/dl) 

5·5–6·0 g/dl 5·0–5·4 g/dl <5·0 g/dl NA 
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3.  Subject compliance and the per-protocol analysis set for immunogenicity 
 
The following deviations were excluded per-protocol analysis for immunogenicity: (a) use of 
medication within 1 week before vaccination, and (b) blood sampling was not performed within 
21±2 days after the first or second vaccination of BK-SE36 or saline. These were considered in 
the trial protocol as deviations that may affect immunogenicity or the treatment of the subject.  
Commonly reported medications include antibiotics, antihistamines, non-steroidal anti-
inflammatory drug, and contraceptives. Subject compliance to the protocol and the resulting 
dataset are shown below: 
 

Stage1: 

 

Stage2: 

*One subject was excluded for both concomitant medication and blood sampling date. 
 
 
 
 
 
 
 
 
 
 



4. Study approvals 
 
A. UNCST Approvals for Phase1b 
B. NDA Approvals and Import Permissions for Phase1b 
C. UNCST Approval for the Follow-up Study 
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