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2.K#JE (smallpox)
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2. K2 (smallpox)

# 2-20 FDAICHFBEHOMMERES—E : RAE (smallpox)
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2.2.3 FDA BHEGROERKRAEBRAR

2.K#E (smallpox)

2.

(CHEREF OBRKRRBRARE

' Pha

Primary Objectives:

To compare the rates of myopericarditis (subclinical, suspected, probable, or confirmed)
in deploying military subjects who received ACAM2000® vaccine to rates among subjects
positioned to deploy who would be personally eligible to receive ACAMZ2000 vaccine but
do not receive ACAM2000 vaccine due to recency of prior vaccination (as determined by
DoD healthcare providers) or due to conditions or characteristics of their contacts.

To identify cases of subclinical myopericarditis in deploying military subjects who
received ACAM2000 vaccine.

FEEREELXNR & LB,
ACAM2000 U 7 5 O¥EFEE & IEBEFEE O O DIER O FREBE L OEEER L OEX O
AR F BT B,

Sanofi Pasteur

This is a prospective safety surveillance study in a US military Department of Defense
(DoD) population. Military subjects either naive to smallpox immunization and have
received ACAM2000® vaccine or who have previously been immunized with a vaccinia
vaccine, usually Dryvax®, will be enrolled into the study.

No vaccine will be administered as part of this study.

ZNIKEERE (DoD) EFHFADOBROREY —( TV ARFETH B,

KEED ACAM2000®V 7 F U ICEZHRH Y, XRUBICERDO U 7> =7 U7 F v
Dryvax®DHREN B 5 EOHFHEEVPHERICEGEIND,
IDOWEO—EE LT, VIFUrEEEZINRND,

BUEHTSE

AR & 2R — MR

Smallpox

ACAM2000 Smallpox Vaccine Group

Participants are vaccinia vaccine-naive and have received ACAM2000 Smallpox vaccine
as part of their Service Member readiness process.

+Other vaccinia vaccine Group

Participants did not receive ACAM2000 Smallpox vaccine as part of their Service
Member readiness process because they are still protected by previous vaccinia
vaccination or are ineligible for current ACAM2000 vaccination either because of recency
of prior vaccinia vaccination or for reasons solely attributable to conditions or
characteristics of their contacts.

« ACAM2000 KBV 7 F > I N—7

BINEL, VIV =TI FUEREERDHY, #EET e X0—EE LT ACAM2000 X
REV I TF LV EZITH,

CEOMDT T =T Uy F R

SMEBITER T 2R L LT ACAM2000 RENE T 7 F L 25T T, HHIXEERIO
V=TI F U BROGRERS DD, BIED ACAM2000 UV 7 F U HEROEBER B,

Both o1 24 X 17 Years and older
20000 Industry

2009 & 6 A 2008 4 12 A

2014 £ 12 A 2014 4 10 A

http//ClinicalTrials.gov/show/NCT00928577
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# 2-22 FDA ICHFEFTOBEKRABRANE : KAE (smallpox) @
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This is an enhanced safety surveillance study that will occur within the military Service
Member population.

Primary Objective:

To evaluate the rates of suspected, probable, and confirmed myocarditis and/or
pericarditis in temporal association with ACAM2000® vaccination.

Secondary Objectives:

To evaluate the rates of cardiovascular adverse events in temporal association with
ACAM2000® vaccination.

To evaluate the rates of neurological adverse events in temporal association with
ACAM2000® vaccination.

BEEHEIIRHTHIREWY —( T AWFFE,

F72BEY : ACAM2000®7 7 F BB DEIRIG & L TOEDLIL D LHRB L OVEITLIER
DFEATEE O,

FE_DBR : ACAM2000®Y 7 F UM L LILE A EEL R R EM LA EESORATRE
RO EE 5,

Sanofi Pasteur, a Sanofi Company | Sanofi

The Armed Forces Health Surveillance Activity (AFHSA) will perform comprehensive
health surveillance through the operation of the Defense Medical Surveillance System
(DMSS). Demographic and medical information gathered within monthly reports from
the DMSS will be collected from approximately 100,000 to 200,000 military Service
Members who received the ACAM2000® smallpox vaccine.

BRMEY —_a T 2A7EE) (AFHSA) BV THEERERS 257 24 (DMSS) 2EALT
RENRERERZIT).

DMSS 735 AREHE TINE SN -ERERICESE, RWEY 7 F 2 ACAM20000% % 13 7=
910 5~20 FADERZERA L N—DF —F BINET B,

BRI

BAHmME IH— b

Smallpox

‘Biological: ACAM2000® smallpox vaccine

Biological: ACAM2000® smallpox vaccine

Previous vaccination, no vaccine is administered in this study.
ACAM2000® vaccinia vaccine Cohort

Participants had received ACAM2000®, vaccinia virus Smallpox vaccine.

e« ACAM2000®D KRB Y 7 F o
DRI T 7 F U #E, ZOMETEREES R TV,
ACAM2000®V 7 =7 U 7 F > ak— h
ZNEIE ACAM2000®, U7 V=T UA )VARKEY 7 F 221 Tz,

Both ﬁ%ﬁa% “ 17 Years and older

200000 BEE Industry

2009 4E 6 A Bk H 2008 £ 12 A

2016 £ 9 A BKE 2014 4 11 A

http://ClinicalTrials.gov/show/NCT00927719

35

127



2. K (smallpox)
* 2-23 FDA CHFEHFOBRRKEBRANE

KRE (smallpox) @
Hies -

To demonstrate the efficacy of MVA-BN® by showing that vaccination prior to
administration of ACAM2000® results in an attenuated take.

EHFEILT T — 7 E TR (PRNT) 12 X2 HERIGORE %8 U ACAM2000® & Lhik
| LEBEEO MVA-BNXRE TV 7 F O EEEZ ST L, MVA-BNEXRAETV 7 F U OBR%
BEETHZEFEMET S,

Bavarian Nordic

| United States Army Medical Research Institute of Infectious Diseases

To demonstrate the efficacy of MVA-BN® by assessing non-inferiority of MVA-BN®
compared to ACAM2000® in terms of vaccinia-specific Plaque Reduction Neutralization
Test (PRNT) antibody response at the Peak Visits (Day 42 for Group 1 and Day 28 for
Group 2) and by showing that vaccination with MVA-BN® prior to administration of
ACAM2000® results in an attenuation of take.

ACAM2000®Z k<72 MVA-BN (B&EE) DFLHMEFEMT 22 & T, MVA-BN (B
FE) DOFDEEERT D,

BAERA/ BHHRER ITHRLERSEER T bV AFHEEE),/ FHEN

18-42 Year Old Healthy Vaccinia-naive Subjects
| Biological: MVA BN®
Biological: ACAM2000®

+ Biological: MVA BN®
0.5 ml MVA BN® with a nominal titre of 1x10E8 TCID50, administered as a
subcutaneous injection
Other Names:IMVMAUNE, IMVANEX

* Biological: ACAM2000®
0.0025 ml ACAM2000®, consisting of 2.5-12.5x10E5 plaque forming units of live vaccinia
virus (VACV). Picked up with a bifurcated needle and administered by the percutaneous
route (scarification) using 15 jabs of that bifurcated needle.

oD T N—F T,

Group 11213, 4 BHEREZ &1 T _E MVA BN ® (0.5 ml MVA BN® with a nominal titre
of 1x10E8 TCID50, X Tiks) & L7k, bt 48M% (566 HE) & ACAM2000® %*
—[E# 5 0.0025 ml ACAM2000®, consisting of 2.5-12.5x10E5 plaque forming units of live
vaccinia virus (VACV),

Both
Null
| 20134 7 A
Null

http://ClinicalTrials.gov/show/NCT01913353

18-40 Years
Industry
null
20134 7 A
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2. K% (smallpox)

HPOBEKARBNE . RAKE (smallpox) @

Pha‘s‘e as

immunocompromised populationSubjects with HIV infection. Additionally, the immune
system's response (protection against smallpox as measured by the amount of antibodies
produced) following injections of MVA-BN® smallpox vaccine will be evaluated.

Group 1 will receive the standard regime consisting of one dose at each vaccination time
point, Group 2 will receive two doses at each vaccination time point and Group 3 will
receive a booster vaccination 12 weeks after the first dose of the standard vaccination
schedule with MVA-BN® smallpox vaccine. Participation in the trial is scheduled to last
up to 48 weeks.

AAFFEIE, HIV BRYEGETREWBREICBIT 5 MVA-BN RREBEY 7 FLroeeticiEl+ 58
MET—F OREZFTERY, REREFBZBIKRNENE T2,

Th—7 113V 7 F U ERORET1LEHERS,

TN—T" 20380 7 F U EROBSAT 2 BikS,

TN —73IX 12 B MVABHEY 7 F B A7 ¥ 2 —/VOHEHREGERIENERELZT
BN (B8EE) OKKRET 7 F v, HH~DOSML, 48 BEETRETAIZ LB TFESN
T3

Bavarian Nordic

Not Provided

Jr AFBR

EESL  BeM - BOERER WITHMALERRFER/ THER

Smallpox

Biological: MVA-BN (Modified Vaccinia Ankara Strain-Bavarian Nordic) smallpox
vaccine

Experimental: Group 1 (standard regimen)

One injection at Day 0 and Day 28 with 0.5 ml MVA-BN® smallpox vaccine containing at
least 1 x 10 to the 8 Tissue Culture Infectious Dose 50% (TCID50) per ml
*Experimental: Group 2 (double dose regimen)

Two injections at Day 0 and two injections at Day 28 with 0.5 ml MVA-BN® smallpox
vaccine each containing at least 1 x 10 to the 8 TCID50 per ml

-Experimental: Group 3 (booster regimen)

One injection at Day 0 and Day 28 with 0.5 ml MVA-BN® smallpox vaccine containing at
least 1 x 10 to the 8 TCID50 per ml (standard regimen) and one booster injection at week
12

IN—71 (BYEE) :0-28 HEICKRABE Y 7 F > MVA-BN®0.5 ml % containing at least
1 x 10 to the 8 Tissue Culture Infectious Dose 50% (T'CID50) per ml % —[E§>#k 5,
IN—7 (21%8) : 028 HEIZRKRE Y 7 F > MVA-BN®0.5 ml % containing at least 1
x 10 to the 8 TCID50 per ml # Z N EN R4 >& 5,

I N—7" 8 GENIEETE) :0-28 B BIZKARE Y 7 F > MVA-BN®0.5 ml % containing at least
1 x 10 to the 8 Tissue Culture Infectious Dose 50% (TCID50) per ml #—[E$ 25, T
%, 1238 B IS BIEE,

Both 18 Years to 45 Years

90 Industry

20144 1 A 20144 4 A

Null 2014 5 12 A

| http://ClinicalTrials.gov/show/NCT02038881
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2. KA (smallpox)

# 2-25 FDAIZ

FEFOBRKRBRALE : RAE (smallpox) ®
ST BT

NCT0182737

This study will be a Phase II to evaluate three different immunization schedules and two
different modes of delivery.

AL, IMVAMUNE®VD 27 F2 2 ZO0DFHEBA S YV a—L, ZODERFETRE
L, Z2MRUREREEZFHTI L2 ARILT S,

BT VLR — - BYERJERT(NIAID)

| This is a Phase II, randomized, open-label immunogenicity and safety study of different
immunization schedules and delivery systems (syringe and needle vs. the Stratis™) in
healthy, vaccinia-naive adults 18 years to 40 years of age, inclusive. Approximately 352
subjects will be enrolled and randomized to one of four study arms.

Immunogenicity assessments will be performed using ELISA and PRNT. Safety
assessments will be done via solicited injection site and systemic reactions. Unsolicited
AEs will be collected until 28 days post last injection and SAEs for the duration of the
subjects' study participation. Safety laboratory assessments will be performed at baseline
and 14 days after each vaccination. Primary outcome measures: For each subject, the
peak PRNT will be defined as the highest titer among all available measurements post
second vaccination; Occurrence of solicited local injection site reactions in subjects
receiving vaccine via the Stratis™ compared to syringe and needle administration as
collected on the memory aid and by in clinic assessment. Parent protocol to sub-study
13-0027.

RS, EERICI Z2HRERERER, BETHrORREY 7 F VICEZEENHIHALE
WT, BRABEAN D 2—ABIUEEV AT L BVWEELHRE, 0 352 OBEERE N
L, 4 BRBEHOWThMNCEESL L TRE,

Ir AR

EERL Ttk - AEMERERIWITRER HLEGABR IFE M Prevention

Smallpox

Biological: MVA Smallpox Vaccine

Subjects receive two dose regimen of IMVAMUNE® (1x10~8 TCID50/0.5 mL per dose) via
the SC route using either a syringe and needle or the Stratis™ system. Arm A receives
doses via syringe and needle on days 1 and 29; Arm B receives doses via syringe and
needle on days 1 and 15, Arm C receives doses via syringe and needle on days 1 and 22,
Arm D receives doses via Stratis on days 1 and 29.

4ODTN—TIHTFUTOZA 27T IMVAMUNE® (1x1048 TCID50/0.5 mL per
dose) ZIESEE TR THES (D & Stratis™& v i),

c I—7 AN=88): 1 - 29 HEIZ IMVAMUNE® % 2 T1EH,

« JN—>7 B(N=88): 1 15 H BIZ IMVAMUNE® % i T4,

« IN—7 C(N=88): 1 -22 HEHIZIMVAMUNE® #% & T,

- Z—7D(N=88): 1 - 29 HBIZ IMVAMUNE® % Stratis™Z /8 L TR FiEH,

Both 18~40 5%
435 NIH
20134 4 A 20134 6 A
20154 4 A 2015 1

http://ClinicalTrials.gov/show/NCT01827371
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2. K% (smallpox)

® 2-26 FDAICHEBEFOBRKABAR : XAE (smallpox) ®
B S B i SR

B THEREAREES

The purpose of this study is to examine the safety and the effectiveness of a new vaccine
for the prevention of the disease, smallpox.

ARFFEIL, FIRAEY 7 F 2 ACAMI1000 OEEMR U N &M 5 & & bic, RADD
2K D 0% LT KE A RERIG 25 X 24 ACAM1000 DEGHEEARET A Z L %
BH LT D,

Sanofi Pasteur, a Sanofi Company | Sanofi

In addition to assessment of safety parameters, the objective of this study is to determine
the minimum dose of ACAM1000 that is calculated to produce a major cutaneous reaction
in at least 90% of a population of healthy adults 18-29 years of age and naive to smallpox
vaccine. Specifically, the objectives of this study are to:

1.Compare the safety and tolerability of three dose levels of ACAM1000 and a standard
dose of Dryvax® in healthy adults 18-29 years of age and naive to smallpox vaccine.
2.Determine the immunogenicity of three dose levels of ACAM1000 and a standard dose
of Dryvax® in healthy adults 18-29 years of age by comparing: (a)the proportion of
subjects at each dose level who develop a major cutaneous reaction; (b)the proportion of
subjects in each treatment group who develop neutralizing antibodies, including the
fold-increase in antibody titer between Baseline and Day 30 sera; and the geometric
mean vaccinia neutralizing antibody titer on Day 30.

3.Determine the minimum dose of ACAM1000 that is calculated to produce a major
cutaneous reaction in at least 90% of a population of healthy adults 18-29 years of age
and naive to smallpox vaccine.

1820 BMOBERFAEF T, 17 &b W% TRBEY 7 F BRI N S D HshE %5t
£IZ LT O BRYTER,

1. 3 20HEL-LOFENE & BEME LM

BETHORABEY 7 FUILESHEOH DA (1829 &) . ACAM1000 & Dryvax®®
=Y E O R,

2BEMAD ACAM1000 @ 3 D A= THREFMEDOFM, Dryvax®@DIEHEREXIE,

Ir AR

BB REet - AMERER WATHRLERR “EEREW - /r#F - FWmE /7
B H #9

Smallpox

* Biological: ACAM1000
Group 1 dose: 1.4 x 10-8th PFU/ml (350,000 PFU)
Group 2 dose: 2.8 x 10-7th PFU/ml (70,000 PFU)
Group 3 dose: 5.6 x 10-6th PFU/ml (14,000 PFU)
+ Biological: vaccinia virus (calf lymph) smallpox vaccine: Dryvax
Group 4 dose: 1.6 x 10-8th PFU/ml (250,000 PFU)

WD T N—TF 5B Z2D I N—ITIE 87 5 AEDO ACAM1000 % #5- (Group 1 dose:
1.4 x 10-8th PFU/ml (350,000 PFU) Group 2 dose: 2.8 x 10-7th PFU/ml (70,000 PFU)
Group 3 dose: 5.6 x 10-6th PFU/ml (14,000 PFU) L., Group 4 {Z{% Dryvax % 1.6 x 10-8th
PFU/ml (250,000 PFU)#5-,

Both 18-29 %
274 | Industry
20034 1 H | 200249 B
200349 A | 2014414
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2. K% (smallpox)

To assess the safety and tolerability of SIGA-246 at various doses with a secondary

| This study will test an experimental antiviral drug called SIGA-246 for use against the
| smallpox virus (variola). SIGA-246 has shown to have activity against other viruses from
| the same family (orthopoxvirus) that smallpox belongs to.

| be eligible for this study. Candidates are screened with a medical history and physical
| examination, blood and urine tests, and an electrocardiogram.

objective of evaluating the pharmacokinetics of the drug.

Healthy volunteers who are 18-50 years of age and are not pregnant or breastfeeding may

| AL, KRBT A AR (EE) IO LT SIGA-246 &I 5 EBRMARIT Y A L A KE
| RITT 2, EMERLLTORBEIZL DAY TR, RETV 7 FZMAT, iy A

| RBEIE 1850 MOBRERRT L7 4 7L L, BELHHERE, LECRBE, LERT
| A2V —=v7Eh3,

NWABEBWDEDBERA FTHD, SIGA-246 ik, RREVNETIE (VYY) OUAL IR
T RIEEEE T ENRERTWS,

| B2 7 V¥ — - REERER (NIAID)

| BT AR - R E v ¥ —(NTH/CC)

SIGA-246 is an oral medication that has been shown to be highly active against variola

| is to assess the safety and tolerability of SIGA-246 at various doses with a secondary
| objective of evaluating the pharmacokinetics of the drug.

virus and has demonstrated safety in animal models. The primary objective of this study

| BOBEE®RSE %05 3 20K EE (500mg, 1000mg, 2000mg) DWFNNITBEFEEN D,

AHFFEOZHMIL, HrAED SIGA-246 #HE5E L Z2MERUEEMEZTM TS TH
D, FEOEMERRELITMT S _RAZBENET S,
THheDBEMERERT AT, 30 A\ORERRS V7 4 73 SIGA-2468 721375 R %

RBREOZEMIIESRN, WE, B LUK S > TEHlish s,

| P ARRBR

Primary Purpose: Treatment

| Vaccinia

| Drug: Vaccine: SIGA-246

| To achieve these objectives, 30 healthy volunteers will be enrolled into one of three dosing
| groups (500 mg, 1000 mg, or 2000 mg) to receive an oral, single dose of SIGA-246 or
| placebo. In each of the three ascending dosing groups there will be 8 active drug
| recipients and 2 placebo recipients. Safety of the study agents will be assessed by history,
| physical, and laboratory evaluations. Pharmacokinetic endpoints include C(max),
| T(max), t(1/2), AUC, CI and urinary excretion. Urine will be collected in 8 8-hour
| intervals and serial blood samples will be obtained after study agent administration.

180 ADBERRT VT4 TE237NA—7124F, 10 AF 8 ATITEBRELRE L 2 AT

| T ERERET D, 3 N—TOEFEIZEN TN 500 mg, 1000 mg, XL 2000 mg

| SIGA-246 X317 TR %0 THRE,

| ZREtE, Bl WEOFHE, BEICLVIE. U2 F oS, i, DERRE, R%
ExEH,

| Both sER | Adult

o Hen

NIH

| 2006 4 3 B A

2006 4 3 A

| 2006 4 8 A B¥®EH | 20114%F11 8

1 http!//ClinicalTrials.gov/show/NCT00303225
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F 2-28 FDAIZHFEFOEKRRARBAZL : KARE (smallpox)

hase

The purpose of this study is to follow responses to treatment with vaccinia immune
globulin (VIG) for safety and clinical benefit [during HIV vaccine research].

REFFEE, [HIV U7 F U OMRBRICBT V7 v=T®EI/ a7 ) v (VIG) % B0
BRICHTORGZBE L, ZaEBRIFIERTET 22 2B ET5,

ExT7 LA¥— - RYEREF(NIAID)

VIG (Human) is a component of plasma from persons vaccinated with vaccinia vaccine. It
is the only product available for the treatment of vaccinia and other orthopox infections.
The only lot currently available was released as a licensed product in 1995 but is being
treated as an investigational new drug because of slight discoloration in the solution.
This study makes existing stocks of VIG available as a short-term solution for the lack of
a licensed immune globulin to treat vaccinal infections.

VIG (B M) &, V7 =FT U7 F e THERLZA»DOMBEDRS,

VIGIZ. V7 =7 BITHO AN bRy 7 AEYEDOIRFICFIATE 32— DR TH S,
RAEFI AR — D v M 1995 FDTA B ABFE L LTI V-2 SN2, BWRFR
DOTRRECOTD, FAHEL L THOATVD,

AHFFETIL, EHIR Y Y a—va b LTVIG THEEE LTRIATRER Y 7 F L okE o
< %,

ST ARBR

Endpoint Classification: ZZ-£&MERER

Primary Purpose: Treatment

Healthy

| Communicable Diseases

Drug: Vaccinia Immune Globulin (Human)

Before receiving injections and 3 and 6 months after injections, patients are tested for
HIV, hepatitis B, and hepatitis C with pre- and post-test counseling. Referrals for
appropriate medical care are provided. Participants have multiple injections (depending
on body weight) of VIG at 1 or 2 clinic visits. Following administration of VIG,
participants are observed for 1/2 hour at the clinic. Participants return to the clinic for as
many as 10 visits to monitor for any adverse reactions and signs and symptoms of
vaccinia infections. On Days 7, 84, and 168 participants return to the clinic for
evaluations and have blood drawn to check for the response to the VIG injections.

| (Detailed Description)

WEREIL 1 ~ 2E¥RBE L, RER AR VIG 0% 28 HEZ T 5, 5% 30 %
13 30 L EIEFEBI CHILE, 7. 84, 168 B HIZFHMR O D 7= O, HHREIZRIER
OFMEDTD, 10 BIREERRT 5,
Both
0
| 2000412 A
| Null
| http://ClinicalTrials.gov/show/NCT00006630

Child | Adult | Senior
NIH

Null

20124 5 A
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| The purpose of this study is to assess the safety and immunogenicity of two MVA
| smallpox vaccine injections in healthy adults that are 18-35 years of age with HIV

infection

| AR, HIV i RISEEOREREAC MVARREY 7 F 2 ZEEET 5 Z L 0K
| MRt REREEZFET S L THD,

| Sanofi Pasteur, a Sanofi Company | Sanofi

| This is a multi-center study 90 HIV-seropositive subjects. There will be an injection of
| MVA smallpox vaccine or placebo on day 0 and day 28.

| Subjects will be enrolled and vaccinated in two cohorts according to CD4 cell count levels
| and number of subjects vaccinated. Excluding the screening period, the study duration
| will be approximately 56 days with a follow up safety visit at study day 148 and a
| telephone health status interview at study day 208.

| ABFZEIE, 90 £ 0 HIV MEBHOHBRE L SR L LESHEREHETH D, MVA KKBEY

JFUHBHWNITTERE 0 BBERLU28 B BIZERET D,

| WBREIT, CDAFIALI T v b -V B IRV 7 FUEEERToREBERIS LT, 2207
| V=T IBEESN, VIFUERETY, A7V —=r JHREBROWC, FESREBLZ
1 56 BRI TH Y., 148 H BIZHEMHEZR OO OEDZ., 208 A BICEFE COEERERE LT

20

[ em

| #E{E2%{tEndpoint Classification /" RZ&MRER HE TR,/ “EEHR (B - FHE
1 &)

1 HIV Infections

Smallpox

| Biological: MVA Smallpox Vaccine
| 0.5mL of MVAS3000 Smallpox Vaccine, 2 doses, separated by 28 days.
| Other Name: placebo

| HIV iEREBEOBEICS LT, 0 BB LU 28 A BIZ MVA smallpox vaccine Xix7' 5

EREZHE (MVA3000 Smallpox Vaccine 0.5mL, 2 [A], 28 BRI T#&E), CD4 itk &

| DO FUBEBREEIC LY 2o N =TT 8E, ABRHIFIIN 56 R THY ., 148 HEIZIE

| Both

| Adult

2 Industry

2006 &£ 1 A 2006 £ 10 A

| 20077 A

201441 8

| http://ClinicalTrials.gov/show/NCT00282581
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% 2-30 FDAICHEFTD Eﬁf%ﬁ%ﬁm@ KRJE (smallpox)

The purpose of this study is to assess the safety and immunogenicity of two MVA
smallpox vaccine injections in healthy adults that are 18-35 years of age with a history of
mild to moderate Atopic Dermatitis.

ARG, T R EROBEED DREREAC MVA REY 7 F o & _EEET
DI LOREMLBERELFMTOIETHD,

Sanofi Pasteur, a Sanofi Company

Sanofi

This is a randomized, double-blind, placebo-controlled study. subjects will be randomized
to receive investigational vaccine or placebo at a ratio of 3.5:1, MVA3000 to placebo. All
subjects will undergo a screening period, a treatment/observation period during which all
subjects will receive injections on study day 0 and study day 28 of investigational vaccine
or placebo. The clinical observation period will be completed at day 56. A visit will occur
at approximately 3 months after the second study injection (study day 118) for additional
blood collection and a review of the subject's health status. Follow-up will be obtained via
telephone contacts approximately 6 months after the end of the second injection during
the treatment/observation period.

\|IEAL, ZEER., 77 B RARHE,

WHREIL3.5: 1DEATHRRY 7 F V21377 ERICEBESICE VT &sh b, 78R
121X MVA3000 WGB3,

TRTOWEERF I 0 BB Y 7 F U R TR OEN 220 5, BRESHMI
56 B BIZHKT,

O, BMORMAFEES GUERA 118), BENEOHEODONEE (1038 » A#%)
NDhd, 740—T v L, FEZOBRARTHOK 6 » A, Bz %7 Meh LTiITbh
5,

Jr AFEBR

EAER L REM - AR WITHELERSE  —_E5k(B6, FHE)/ FHE

Smallpox,Atopic Dermatitis

Biological: MVA (smallpox vaccine)

0.5ml of MVA3000 Smallpox vaccine, administered twice separated by 28 days,
subcutaneous injections

Other Name: placebo

0 HB R (28 H BiZ MVA smallpox vaccine (MVA3000 Smallpox Vaccine 0.5mL) X
77 eRERE (3.5 1 0BG THBREIC MVA3000 X7 7 REHE5T5), BEY
56 H, 118 A B I MIEHER. _@50)‘77‘}/?%@0) 67 ARRICESEA B a—,

Both 18 Years to 35 Years

10 Industry

2006 £ 10 A 2006 ££ 10 A

200741 4 2014 £ 1 A

http://ClinicalTrials.gov/show/NCT00389103
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# 2-31 FDAICHETOBKRRBRNE : RAE (smallpox) @
_ NCT00325975 Phase Phase

This study will examine how people s immune systems respond to inoculation with
vaccinia virus the standard vaccine used to protect against smallpox and how these
responses correlate with symptoms they develop after receiving the vaccine.

People 18 years of age and older who are scheduled to receive smallpox vaccination as a
routine part of their employment (e.g., laboratory worker, health care worker, or
emergency response worker) may be eligible for this study. They may or may not have
been vaccinated previously. In addition, individuals who were vaccinated against
smallpox at least 6 months before starting the study may participate as control subjects.
All candidates will be screened with a brief medical history and physical examination.

BHGNL, VI =7 VA NAEREDO NAORERORISEHRITT 5,

T, UVIFUEZTEBEOIREL, ERE EOXSICEET AN ERTTT D,
BRO—EE LTRREOTFHEBEZITHLSCTFEINTNA AL 18 BU LD (Hilx
12, EREOHHE. BENES. L3RRS HEE) 2xIRETD, #HOHE. b3
WIELRNC T 7 F VR SN TOVRWATRESE R H 5, D & bIFFEZ RO 6 A/,
RKREOTHEREZZ T ZEAANL. SBEREL LTSMTEZ LB TE D, T XTOEM
FIIEERFER L S ERER 51T B,

EISL7 LV — « BYSERTSERT (NIAID)

[E ST AR ZERT - BER & v % —(NIH/CC)

Vaccinia virus is used to vaccinate persons to prevent disease with smallpox. Limited
information is available regarding cellular immune responses to vaccinia virus. We will
obtain blood from vaccinated persons and measure immune responses in vitro to the virus
and correlate these findings with symptoms from vaccination. Elucidation of these
responses might help to predict side effects associated with vaccination, and suggest new
therapies to reduce these side effects.

Ty =T OANVAIRREDRIEZESIZDIZ, VZFUrE LTERAENS, BbhifE
BT, VI =T UANVRIHT DRSS ECE L CRAATETH 5,
AHFETIE, VI FUEBEROAPOMEEZEE L, VA NVA~ORBRE COREINE % H
EL, VI/FUVERLINOOREOEELRHET S, ZODINEORBEIX, V7 F U8
BCEETARWER 2 THICEER 2B T 20 0H LWIEEREZRET A AHEEND
D,

BRI

Time Perspective: Cross-Sectional

Smallpox Vaccine

(Brief Summary)
Participants in the following vaccination categories will undergo the procedures
described for their group:
Vaccine Recipient Frequent Follow-up
Participants will come to the NIH Clinical Center every 2 to 3 days for a total of 7 visits
over a 2-week period. At each visit, starting the day of vaccination, they will have the
following procedures:
* Brief skin examination, possibly with photographs of skin lesions;
* Throat and skin swabs for vaccinia virus culture;
*Blood draw (about 8 teaspoonfuls).
Additional blood samples will be collected 1 month after vaccination and again within a
year after vaccination. The blood will be analyzed for the immune response to the vaccine,
genetic differences that might influence differences in immune response, and the
presence of vaccinia virus.
Participants will fill out a diary card every day for 3 weeks after vaccination to record any
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symptoms. Individuals who develop symptoms lasting more than 2 weeks, such as
persistent or new skin lesions, will return to the clinic for additional skin exams and
blood tests. Individuals who develop vaccine side effects may have a urine culture for
vaccinia virus.

Vaccine Recipient Infrequent Follow-up

Participants will come to the NIH Clinical Center for blood tests on the day of
vaccination, 4 weeks after vaccination, and once again within a year after vaccination. At
each visit, 6 teaspoonfuls of blood will be drawn. This group will also include individuals
who have been vaccinated within 8 months of entering the study and are not currently
receiving the vaccine, but for whom blood samples are not available.

Control Group Vaccinated at Least 6 Months Before Entering the Study

Participants will come to the NIH Clinical Center for blood tests every 2 to 3 days for 2
weeks, then at 1 month after the first blood draw, and again within a year of the first
blood draw. About 8 teaspoonfuls of blood will be drawn at each visit.

UToUIF U EEIT I —0ER, IA—70RALEFIEEZZIT B I3,
U IFUBREE CERITAu—T v

SNET, BEE 2 8. A5 7E, 2~3 BHZLIC NIH BERE L Z—%35R L, fERK
it REBREDEE, U/ V=T UA VAERBAMEERE (0 FOUWEE), B 5
L 8#45) %35,

Mg, V27 FUEREE 1L MA. RO 1ELNICHEEREL, V27 F i T 3 0ERE,
RFELEDBEENIEEL S DAHEMEOS IBENER, BIOU I V=T UL VADEE
IZoWnWTaHatran s,

BMEFL, MOERERETA-DICT 7 F % S BEEE ARy — NICLEEIERE
Ao KEERIEEIF LWEERE & LT 2 BRI ERERRERE RIE L6, BNMoE
JERER & MEIRED - DIZBIEFT 2T 5,

CUIFUEREE BaxTra—T v

BMFNLD 7 F B 4 BEH LR O L ELNIZ NIH BRE ¥ —CIEBE (FEE L 6 #1%
BE) 2179,

WV V7T BRI < L b 6 4 A

Both Adult| Senior
69 NIH
2006 % 5 A 2003 £ 2 A

| Null | 2014 £ 11 B

| http://ClinicalTrials.gov/show/NCT00325975
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% 2 32 FDA *@%‘Dﬁ%?ﬁ?ﬂ@ D KRB (smallpox) @

The purpose of this clinical protocol is to treat individuals with Tecovirimat after

exposure to orthopox viruses.

FNIR T AT 4 NAREER, KRBREHL T A NV AHK| Tecovirimat ZFHWTIEETAZ &%
HEO L35,

U.S. Army Medical Research and Materiel Command

Not Provided

Expanded Access

Not Provided

Smallpox
Monkeypox

Drug: Tecovirimat

Drug: Tecovirimat
Oral tablet 600mg daily dose.
Other Name: ST 246

BEARABR
VEERAFTEF A KO- D ORER,
Tecovirimat (FERAX¥ 7L v b 600mg — EI ’EI) 0)&"’—?

Both Child | Adult | Senior

Null | U.S. Fed

2014 4 3 A null

| Null

| 20144 11 A

| http://ClinicalTrials.gov/show/NCT02080767
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33 R#AE (smallpox) RHEREMICETIHEFR (1/2)

XA

mE

A4
/BB F A

Bavarian
Nordic
(7 v~ —
7)

*  Bavarian Nordic #tid, KREICBIT 5 XKAERSFBICHE L.
B I 19 [E| 57 4 & (Strategic Ntional Stockpile)iZf LT
IMVAMUNBE XRBE U 7 512,000 F F—AD#EE252T L
72o ZZUi%. Bavarian Nordic 4L & KEEF & D 10 EiZ kS
WRBEREHTON— T =Ty I Lo TEREN, Zhick
D 2007 FITHEIENT=$5.49 EOENMNFET LT,

o EIEIFL 2007~2013 FEEE T$5.49 EOTHEAL

(Hi#t) Bavarian Nordic, Investor & Media, November 15, 2013

http://www.bavarian-nordic.com/investor/news.aspx?news=3051

IMVAMUNB
E XAREU
7 Fy

/20134511 A

Bavarian
Nordic

e BARDA %, 5] % %t & Bavatian Nordic #L2> b ¥IEHEFHE
( Strategic National Stockpile)lZ IMVAMUNE D #t#G % % )
BILLERELEZ, ZHE. ZobdfRAT a0 bo
ZOBETHY. INDDOMEEITS$2.28ETH D,

o AKEHITE . Bavarian Nordic #2357 L7~ BIERE /1 D MERF

b XET D,

* 20144 ($1.18(%®)

(H#1) Nasdaq Global Newswire, September 4, 2014
http://globenewswire.com/news-release/2014/09/04/663855/10097274/en/Bavari
an-Nordic-Announces-Exercise-of-Contract-Option-by-the-U-S-Government-for

-Continued-Supply-of- IMVAMUNE-r-Smallpox-Vaccine.html

IMVAMUNB
E X®REV
7 F
1201449 A

Bavarian
Nordic

o BUTOWHFEEE IMVAMUNE RAREY 7 F U IZBT 28K T

TOoOESEMHE, ik, BCEMIZRD AL
IMVAMUNE OSUEBREL L0 KEMEmERASET 12
BITENRD,

e Bavarian Nordic fHiZAZEN % 2009 FiC=EL, FT, &

RO ERIZEIT 2REDRERERIE L RS ORELEL
TOEDEEFRTHIRVEY 7 F o DHERBREIEICHT 5
ARERTI,

e BARDA $2,190 5 DT &1L (2014 ££)

(H#) Bio Prep Watch, April 24, 2014
http://bioprepwatch.com/countermeasures/barda-exercises-option-on-bavarian-

nordics-imvamune/337214/

2014 £ 4 A
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#F 2-34 RWE (smallpox) RPEFEMLICETIHMEFR (2/2)

A 4
g 2 B= ety
+ X E CDC X3E #f B AF I vaccinia immune globulin
intravenous (VIGIV) % #3428 T 47 a V&2ITEL
77
o VIGIV 1, KRBT 7 F L BREIC L 5 A BHERED DD, ¥ | vaccinia
E&LEELE (FDA) 74 BV RABEETH D, immune
Emergent o KEHIE. VIGIVL @ FDA 54 B R &H#ER L., 208z | globulin
BioSolutions fEx CIiEZINET D L E2XET S, intravenous
e 3HET$1,890 7 (2014 ) (VIGIV)
12014 4 8 A

(Hi#4) Bio Prep Watch, August 12, 2014
http://bioprepwatch.com/countermeasures/medical/cdc-exercises-options-under-

emergent-smallpox-vaccine-therapeutic-contract/338976/
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