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Is the trial part of an agreed EMA

paediatric investigation plan?

Is the trial in scope of article 45 of
Regulation (EC) No 1901/2006?
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BIEH DZEMICOWTIZLLTO@EY Th 5.

£33 1. ClinicalTrials.gov THIE S 41T 4 5lBRAE R OB GRIE B O FEA

KHEH /NEH T—¥EFR (AAXGE T2 ER (FKiE T —
ZME 7 | Vr—b | BEBRERE#RA T 2 729 | Key information relevant to B, 8T,
7— 24 2. BEAEMIRE O B £F<° | the recruitment process for Wi L

Ao % 47 (il 213, 2y | the overall study, such as

A1) 70 & AiRr 7 A D dates of the recruitment

S 1t 2 |z B 7 | Period and types of location

T, (For exradmple, medical clinic),

s to provide context.

IR : 350 5. Limit: 350 characters.

HATE D Y | ZnE OBE%IZ, 200 | Description of significant AV AT
T OZEHM FNT — K2/ )L— 7|z | events in the study (for BE. ok
Y YT STV SIS | example, wash out, run-in)

. ZFOFNICRAET S E that occur after participant
AN EAE enrollment, but prior to
S AN assignment of par.t;icipants to
. . an arm or group, if any.
W) OB, Pl %li‘ % Limit: 350 characters.
FRINTZBMER, T —
LRI N—TIZHE Y YT
HALDENT, e DR
ST B R O,
HilFR : 350 3UF%
T—LT)V | lEREMISE A @ T CEM#E | Arms or groups for 2ok
— I OFn & k3 5 7 — 2 | describing the flow of
FE T —F, participants through the
BT AT — T clinical study. In general, it
DT NI A must include each arm to
TR D £ which participants were
assigned.
T =T | & T —LAFERITFEZ A | Descriptive label used to Easu
— 7B A4 | FTBEDICER S 58 | identify each arm or group.
7 I 5~ L, Limit: >=4 and <= 62
IR - > =4 B X V<= 62 characters
3
T—ALT ) | & T —AhFE1L7v—7 | Brief description of each arm | it
— BB | OfHABY, o, | or group.

SMBDNEI D Mo
KT =k, KT —AIZ
HEN DN ANE % B
iR Cx D LD+ 7nitim
EEODLNENHDE
T

HIPR : 999 U7,

In general, it must include
sufficient details to
understand each arm to
which participants were
assigned and the
intervention strategy used in
each arm.

Limit: 999 characters.
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EYHTH
NnNiHr=v

rox AT

BINE RSN LS D =

=y MZESVTNDSE

HIR

AlE. B Y THA(H,
N

A TT YY)
DA,

If assignment is based on a

unit other than participants,

10

11

P4

W Z A b

s

HIBR : 40 U,

%2 DAT—,

a description of the unit of

FEDEERFREIL
R RIZ B T 23N D%
IR S D R IRATIE O

eyes, lesions, implants).
Limit: 40 characters.

Discrete stages of a clinical

assignment (for example,

A R~

THREEINTWBIEE

WFE D BePg & Flak 5 ¥

HIMA 12720

of participants at specific

time are reported.

study during which numbers

significant events or points of

Overall Study <9, #f
JEIC 1 DL EOHIA &
2%a. Wil A4 bro

E b R e HTIE T
HYEHEA,

HIRR = 40 3L,

YR & BAAR9 5 20
=28

A O T, £

v
T ANV EDF A FVIE

the Period Titles should be
Overall Study.

Limit: 40 characters.

Number of participants
initiating the period.

Title describing a stage of the
study.

If only one period is defined,
the default title is Overall
Study. When a study has

more than one period, none of

Rl
._d

DETT,

E 0 G TRBINE LSO
HATIZ RSV TV 58S
X, B O DI ALK
HLEbET,

WK THEOSME O
#,

B0 M TRBIE LS D

&7 —LEFTIN—T

IZEID B THNERINE

In the first period, it is the
number of participants

assigned to each arm or

group. If assignment is based
on a unit other than

participants, also include the
number of units at the

beginning of the period.

If assignment is based on a

#

52T LT

v (BB
FHE)

{‘j:) o

BAIZE STV A ES
L. HWiM o
b ET,

MEEZIIHMzZZET L

Rino T BIME O (B &
VLT 25613, B

e (BT S

unit other than participants,

also include the number of

units at the end of the period.

Number of participants (and

WTSIMED
%

T, BB T &

period.

iﬁ_o

BlWTHBEIMIZHE S

This is calculated

units, if applicable) that did
not complete the study or

WM T
Ligrol=%
D%

automatically by subtracting
Completed from Started.

BanZn#E o
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12 BN~ A L | BN 0% (3B L 10%¥%2% 9 | While there is no limit to the | Hf PN B4
A h— DAL HAD number of milestones that LET
WHE SN & = oRfge | may be used in a single
BT AEEOES - period, data are required for
R 1 O two milestones, Started and
I CXBv AR ey CorTlpleted, within each
DRI B v F A | PTOT
n. ZHEAIZ 2 20w
ANA Y, BREET
PYLETT,
13 ~ANVA K| A INVA =% d | Label describing the ERsuN
—y 24| BT milestone
7 HIFR - 40 ST, Limit: 40 characters.
14 ~AIWAN | A I)LAF—2ZF]E S | Number of participants to ~AIJVA h—
— T — | ABINF DI, % 7 — A/ | reach the milestone, in each | |z %59 3
IN—F, arm/group. BANE DR
)Y YT B NE Lo | If assignment is based on a
WAIZ ST B unit other than participants,
. AR e also include the number of
B WAL 2 b & units to reach the milestone.
7
15 SET LR | B E 713457 L | Additional information about | FRukaiuk
SR o -5 N B4 % | participants who did not
sEhNEE, complete the study or period.
BHAELN TS S If reasons are provided, the
. RETELTaEES total number of participants
NTWBLToRNE Listed as No:1 (f?on:)pletl;:d must
. N s e accounted for by a
:E?\EE ;/:\i_i/ i;?;g;g reasons for non-completion.
BEESEE I
16 ZOMOER | ZOMOFEHRR5E T LT | Abrief description of the Aol
e W RO ERE reason for non-completion, if
JRIR STV B4, | "Other" Reason Not
S5 T OB 0§ B 72 Completed Type is selected.
. Limit: 40 characters.
HIBR : 40 307,
17 SETLTWY | 52T LTV ARWEIRIZ | Number of participants in I AZ52 T L
ARVWHEABAD | ST, each arm or group that did Iy -V
Ay WF2e % 7- 13 8 f9 2 5= 7 L | not complete the study or — ANEITY
Fehn o & T — N T period, for each Reason Not L—F DB
=T DBINE DR, Completed. =%
18 NR— 25 | 7T—L7)V | BREESNT-72 = | Arms or comparison groups T — A el
A URE | W | VB KOV E I3 #r | in the study, including all IN—TDF
=1 CHE & 7- < — % | participants assessed at —x
S4TSR baseline as specified in the
COBME E ST, W% pre-specified protocol and/or
DT — I E T L statistical analysis plan.
._.7"0
19 T = ATV | &T —AFE TR % | Descriptive label used to Fiak
— 754 b | 8B 720l i & p | identify each arm or
L BEBHI RS ~L, comparison group.
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20

IR : > =4 B LUV<= 62
L

Limit: >= 4 and <= 62
characters.

21

22

23

24

T —LT)V | % T —AFZILHE 7 L | Brief description of each arm | 53R
— 7 —FOfE AR, % | or comparison group. In
2. BINENBINE 7 o | general, it must include
— (B AIEA) ITEI Y sufficient detail to
THNF T — AR T — understand how the arm(s)
BT e T DI N | O comparison groups were
N . | derived from the arm(s) to
b7 — AR T N — . .
o . which participants were
NEDXHICE LI . . ..
assigned in Participant Flow
& BRSSO T373 | (6t gifferent) and the
R A D2 BEDRD Y intervention strategy in each
£ arm/group.
filFR : 999 3TF, Limit: 999 characters.
BINERE | N— AT A RPEAHE | Total number of participants | ZN# 4%
Shism#E ok, % | for whom baseline
7 —AJ L —F 3 F (% | characteristics were
Ke LT, measured, in each arm/group
and overall.
St & | DTS NE LA o = = | If the analysis is based on a KT —ILD
= & v M2 E ST U B 3 | unit other than participants, | = %%
& _—25 4 e | the number of units for which
PME XL, 40HF X 4u7- | baseline measures were
2=y NOK (BT — N/ measured and analyzed, in
DT 5 E UK each arm/group and overall.
ISHERI B | SSHF MBI LIS o = = | If the analysis is basedona | &7 — A D=
= M | v FITHE SV T U B | unit other than participants, | = F OFff¥d
A SSHFEAZ0FB (B . | @ description of the unit of
R AT T R analysis (for example, eyes,
2y lesions, implants).
IR © 40 L Limit: 40 characters.
NR—=R T A | R=RT A &MF (£7= | If the Overall Number of FLak
VSR | 13 = ) ofkss, 7 | Baseline Participants (or
D — ANEE S — units) differs from the

IZEID M CHRTsME
(Fzldz=v Mok
ERNICR 2 D568,
Wr Rt RAER O E kI
DWT O HZR I,
HIFR : 850 3L,

number of participants (or
units) assigned to the arm or
comparison group and
overall, a brief description of
the reason(s) for the
difference such as how the
analysis population was
determined.

Limit: 350 characters.
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25

26

27

28

29

30

31

32

N— 25 A | BRI CHIE & L7-4 | A description of each baseline | & ~— 2 5 A
VHIEREW | =2 T A xR0 | or demographic vEIZAR
Wb o3k, 3 | characteristic measured in S oD
R — R T e the clinical study. Required =gk
T AL MR ARE. baseline measures include
bl (7 b 2o F T Age, .S(?X/G.ender, Race,
W S R A) . B Ethnicity (f collected under
) _ ) the protocol), and any other
NR—2 T A URFIZEE S
] measure(s) that were
v, BET TR LR assessed at baseline and used
DI SN D ZD in the analysis of the primary
hOREREEND, outcome measure(s).
NR— 25 4 | BERBR CHE S 7z | The name of the baseline or | A [ 2 A4
VIER A | — AT A v FE-IFZA N | demographic characteristic 1% D 4, Fii
KL SR D4 R, BE7p | measured in the clinical
BRI S, study. Select as many as
needed.
el A I'Study-Specific If "Study-Specific Measure" Easun
D~_— 25 | Measure] &R X T | ischosen, provide the name
S |V aBAL, WEE Az | of the measure.
AHLET, Limit: 100 characters.
PR © 100 357,
N—=2F 4 | FFEDR—A T A 5% | Additional descriptive AL
L DFSE | % RS % 720 o | information about the
B ooz LY, | baseline measure, such as a
Re— 2T 4 e T B description of the metric used
2B O3 1 to characterize the specific
HITR © 600 L. bz'ase.hne measure.
Limit: 600 characters.
AT ¥ —H | XR—=RF A 5= DT — | The type of data for the SRR
ATk 1| XXAT, —OER L | baseline measure. Select one.
BES/N <IEEv,
LSHORE % | —O@BIRL T &, Select one. AR R
1 DR
R—2 54 | R—=R2 T 4 451 % 4547 | The number of participants EARREIZD
vEME | L= ok («~— =5 | analyzed for the baseline WTSHFE R
(U BME ORI L | % | measure, if different from the | - s o %
T NI —T B L% Overall Number of Baseline
KCRARDEE) . Participants, in each
arm/group and overall.
SRRt | it &z = h®f | The number of units 2=y kO
=v & L. %7 —ni/7L—7 | analyzed for the baseline ¥, 2=y b
B L O4LE L LTo~— | measure, if different from the | 53

AT A REIZDWTS
franf-o=v rD¥,

Overall Number of Units
Analyzed, in each arm/group
and overall.
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33 MM Z | X—=2F A RIES M3 | Indicate whether the B
Ve ZINFE ¥ 72135 #F L4k | baseline measure analysis is
D= Mz | based on participants or
M E R, units other than
“Type of Units participants. Only applies if
Analyzed” 7 6 & & 1T Typej ?f Units Analyzed is
B A D2 S T spe01'f1.ed. Select .
Participants/Other Units.
9., BME/IZOMD
=y @R ET,
34 W E Sy HT4E | Participants [ ¥ 72 % | Explanation of how the BN
Gil5 ! Units] Analyzed @ # % | number of participants (or
LR AL Ay HFo>7- | units) for analysis was
HOBINE (132 = determined, if different from
) EC DU TE S D F, the Overall Number of
HITE - 350 L Participants [or Units]
Analyzed.
Limit: 350 characters.
35 TN F | R—2F 4 IEE O F 72 | Name of distinct category or | b
1324 | A7 Y F213470 4% | row for a baseline measure, if
I i (FET 258 . any. Category Titles are only
BFAYEA AT, (B for mutually exclusive and
MER F1% T2= v | exhaustive categories
) . RFEID S < A summarizing data using the
G LT — & B2 Mea.su.re Type of a "Count of
Participants" or "Count of
BRIZ BRI L 72 b 0 & 2fk Units." Row Titles are for an
. ; y
DHT IV EETBIE | e of data,
WD ATHA VL B Limi: 50 characters.
LWAHFEEDT — X I H
W,
HilFR - 50 CF,
36 NR—R 5 A | ZRE (K7 —L/EEE L | The value(s) for each baseline | £ R EE D
VHIET — | VK OfE, measure, for each arm/group
& and overall.
37 NA 348 ~_— 25 4 HET— % | Explain why baseline RSN
2%t LT TNA] A4 X | measure data are not
NEWAE. R—25 A available, if "NA" is reported
W 5 — & 23 F| i ¢ % 73 | for Baseline Measure Data.
WEREE 23 L E Limit: 250 characters.
HlRR : 250 305
38 T8 BALT £ _—2 5 4 $5FEIZ > | An explanation of what is Rl
WT. F—% (ffil : &40 | quantified by the data (for
#. mmHg) &L - TE example, participants, mm
BLSRTE b OOBE, Hg), for each baseline
HIRR @ 40 3T, rmeasure.
Limit: 40 characters.
39 RO | BEMNES |47 Y NI ARIE O | A description of each outcome | Zik
= W ER measure.
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40

41

42

43

44

45

46

FERMEZ | FEROREDZ A7, — | The type of outcome B

A 7% 1o | DFBIRLTLZEW, measure. Select one.

R

REHRMESX | BEOT W M Lo | Name of the specific outcome | ik

S kv AN measure.

HIFR - 255 SO, Limit: 255 characters.

FERMED | 7w N ARIEICE T S | Additional information about | Fiit

S AR BB, 7 kb A | the outcome measure,

EDXA Az E Ty | including a description of the

NS BEEOT Y b metric used to characterize

B BRIV B LS A the specific outcome

MU s OREE S S measure, if not included in

E SIS the Outcome Measure Title.
° Limit: 999 characters.

HlER 999 3L

FE R ER | T S ED A Y | Time point(s) at which the E

R o TN OWTHIE NI | measurement was assessed
KoM, G oo ik | for the specific metric used.
ORI KR E The description of the time
FOLOTRTIIER D point(s) of assessment must

s e - be specific to the outcome
Z??{ﬁii;iigigﬁ measure and is generally the
specific duration of time over
MRS 72 % (WFE 0> A which each participant is
TEHYEEA) . assessed (not the overall
iR - 255 305 duration of the study).
Limit: 255 characters.

THEMER | T M ABIET — %2 | If Outcome Measure Data are | T ED4E L H
7 hh AHIEIC S £ 1 | not included for an outcome
TWARWEA . Zh 678 | measure, provide the
HESNBIEFE 7T expected month and year
EOHLEREELE they will be submitted.

B

T—ALT | POIRESN-7 2 b2 | Arms or comparison groups RN

—7EH | — B LV E - ITHESY | in the study, including all
Hr2FH 12 5i5 < 4 C o ¢ | arms or comparison groups
F IR R S e . B based on the pre-specified
R BIT DT — AT protocol and/or statistical
PR, analysis plan.

T—LT ) | & T — AFERITEEE S | Descriptive label used to Easu

— 7B A K| @A B0l & | identify each arm or

I BEBAR 5~ comparison group.

HIBR : > =4 BL V<= 62
3T,

Limit: >= 4 and <= 62
characters.
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47

48

49

T LT | KT — LETE T

— 7 — 7 OB, —ik
2, BIME 7 v —l2BW»

T BMERFY HToHh

Brief description of each arm
or comparison group. In

general, it must include

sufficient detail to
27— ABXOET— 2/

T N—=T DI NEEHED 5 |
T —AF LT —

TRED X SIZEM B

understand how the arm(s)
(ER258) &7 —2

or comparison groups were

derived from the arm(s) to
which participants were
[T N—FIZBNTEDD

AR WA b iRy 4
HfFCE 5 L0 HoriE
WA T 4R H Y F
1;_‘0

assigned in Participant Flow
(if different) and the

intervention strategy in each
arm/group.

Limit: 999 characters.
IHT R GR D

HIBR : 999 L7,

=46

G
=3

70 N LFRENRIE S
. it &N m#E o

B, K7 U bW LIEEREE

Number of participants for
KO T N—T,

whom an outcome measure

Sy e G
= NEH

was measured and analyzed,
for each outcome measure

VANV N
oS E &

50

51

52

AV XY —H

53

A 7% 1D

and each arm/group.

., ofrsh

TN D%
SN IME LS D 2 =

[=IRN

v MIZE SV T W B
By OFTHEAL O (B

If the analysis is based on a

LIPSE S5
=v MK

unit other than participants,
a description of the unit of

BE . AT T R analysis (for example, eyes,

2y lesions, implants).

Limit: 40 characters.

HIRR « 40 L7,

SRR ME LSO 2 =
v MZESWTW b5

If the analysis is based on a
B BREREMS LT

SRR D
G

unit other than participants,
the number of units for which
BREEIC ST RER | an outcome was measured
BIE 3 L O S e i and analyzed, for each
(ARE" &

outcome measure and each
arm/group.

S &N E$ %7
Iotrani-o=y &

If the Number of Participants
N, T—ANFET s

il R

ESN

N—TZEIY BT
BEMEE- 2=y FO

BERRDGE, TDE

DOBEH O 2R FEA (8T
L OWRETTIERE)

TU NI LWEDT — 4
};F'.I:J‘O

Analyzed or Number of Units
Analyzed differs from the
number of participants or

units assigned to the arm or
comparison group, a brief

description of the reason for

the difference (such as how
: 350 3L,

the analysis population was

determined).

Limit: 350 characters.

Sy IE O

U,

—OBRL TS

REx 1D

The type of data for the

—OIEIRL T EI VY,

B

outcome measure. Select one.

Select one.

B
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54

EZN

55

56

57

58

59

60

FOMERE | #OMOEFEXE L~ | The numerical value for the | EH{XRE L~
KL~ | NEINRENH T A4, | confidence interval level, if IV DOEAE
EEXE L~ o, | "Other Confidence Interval
sEEME OB © - o L | Level"is selected. Provide a
SOV ERIRT B - D rationale for choosing this
FRAOARIL & 42 0L U C < 7 level in the Outcome
. Measure Description.
HF IV E | N—RF A HEED A7 | Name of distinct category or | Zik
iEEA | AT F-13470 4 | row for an outcome measure,
7 i (FET 258 . if any. Category Titles are
BFDY ZA ML, (B only for mutually exclusive
MER E71% [2=w | and exhaustive categories
8 2 LT s gy | SUTMATENE data ueine the
B easure Type of a "Count o
75 Bﬁ“—fk\yl%ﬂ Lisb® & Participants" or "Count of
EEROHT Y BETH - .
- Units". Row Titles are for any
WHWD, 1744 bv type of data.
F, HOWOTIHDT — | Limit: 50 characters.
2N D,
HilBR : 50 30T
SRS | W S =B 0% | The number of participants RN
% LB A8A T4t R | analyzed for the outcome
REE3s 1OV 7 — /2L | measure in the row and for
—FlIToONTHNF ST each arm/group, if different
BINE DL from the overall Number of
IR © 50 Participants Analyzed.
Limit: 50 characters.
Ot Ga | br& iz = h®# | The number of units EXYEY
=v M L e A4 478 & | analyzed for the outcome
W& T — L L—F Dfk | measure in the row and for
RISV S each arm/group, if different
R from the overall Number of
Units Analyzed.
WERF—% | £ 87 TV HTE XL U%E T | The measurement value(s) B ORI EE
— NI N—THEFe 4 | for each outcome measure,
7 ko AHE O R e | including each category/row
N and each arm/group.
NA %A iR —#I1z INA] 233 | Explain why outcome FLIR
LxXnEA . EENE | measure data are not
= — & RWF T X e | available, if "NA" is reported
LA for Outcome Data.
SR < 250 ST, Limit: 250 characters.
I E BT KR REDT —4 (#H] . | An explanation of what is Easu

ZM#E . mmHg) 12X -

TERLENTZL DD
CEN
HIRR 40 X5

quantified by the data (for
example, participants, mm
Hg), for each outcome
measure.

Limit: 40 characters.
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61

62

63

64

65

66

67

68

AT F AN H 3 L OEI% | Result(s) of scientifically ok
FPAIIE B o #iitH94 & 1% | appropriate tests of
\Z BRI 2 BRI ) 7 | statistical significance of the
F 2 MEE (N 5 primary and secondary
8. FD LD RAHICIE outcome measures, if any.
LIROE 5 7pbr— ARE Such ane.ll.yse.s include:
S BNB:Fr kB pre-specified in the protocol
. . and/or statistical analysis
[OVEFSES Y N TR ) .
plan; made public by the
(ETOARE S NI D, sponsor or responsible party;
AR = ETIFAER | conducted on a primary
IC &S TAIER ST, | gutcome measure in response
FDA OEEEIC LY FHFE | to a request made by FDA.
fIE B OFEHT, If a statistical analysis is
WEE BT A S U745 | reported "Comparison Group
&, TH#s 7 1—73%47 | | Selection” and "Type of
L Tz 2 hoo 2 () | Statistical Test" are required.
DHERNLEIC 2D, S In addition, one of the
BT, BIEIE® L Lo following data elements are
oL TPl . TS ?equired vwith the associated
Ak | E L (DM 1nf0r.mat1.0n. "P-Value,"
FNN . . "Estimation Parameter," or
ADHT) &5 RO "Other Statistical Analysis."
HERD 1 ShWE LR
U7 B2,
HESH O | BT ENT-OW O EE | Summary description of the BN
W s A analysis performed.
el 7 v — | #E S AricE £ B 7 — | The arms or comparison Frak
TEIR ANE T3 7 v—7 (3 | groups involved in the
N_THF = w2 LTCl4 L | statistical analysis (check all
=N W ETET) . to indicate an "omnibus"
analysis).
WEtT A B | 0¥r D Z A 7 %55 L £ | Identifies the type of P
OFEfE* 1 |+, —®IR LT 7 & | analysis. Select one.
OEEIR v,
i OFE | fERT — % B X OEHE X | Procedure used for statistical | 2t o F
IR E ni- p EOFEHTICHE | analysis of outcome data and | Jig
HEnsFIE, the calculated p-value.
P fi SRR 3 % L L CE& | Calculated p-value given the | P fif
N7 p il null-hypothesis
Ay Kk | PIERAHE SH728A12p | The statistical test used to R
1 DR i % 2+ &34 2 7=z i | calculate the p-value, if a
SN AFEHRE, —o5k | P-Valueis reported. Select
WLc<7zan one.
ZTOMD A | "F D" EEIR L7384 | If "Other" is selected, provide | foab
Vo R4 X, B T A2 b D44 | name of statistical test.

A LET,
HIFR « 40 L7,

Limit: 40 characters.
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69

70

71

72

73

74

75

76

77

78

79

HEE T M ANDEN R A HET 57 | Procedure used to estimate FE
WA &5 FIE, effect of intervention.
MWENRT A | — 2R LT ZE, Select one. AR A
— ,57 —
Z Ot > X | "Other" Estimation The name of the estimation U
5 A—%— | Parameter 7%#R &1 C | parameter, if “Other”
WBIEA . HiE <5 2 — | Estimation Parameter is
B DL selected.
HIBE - 40 0, Limit: 40 characters.
RIS OE | #E/3F A—ZOF5#E | The calculated value for the | #7E/$F5 A —
estimation parameter. X DEEAE
L~ N—t T — U TER, Expressed as a percentage. N—t T —
VTRINE
R
WO BRI E 72 X AR 2 341 L | Select 1-sided or 2-sided. Fr)5 or i
ESR
TR fEER A THAl) T % | Required if confidence EHER R
BA . FIXE@E X R A | interval is "2-sided" or if
TR CTH Y. FRSA confidence interval is
HENTOARNES TS "1-sided" and no Upper Limit
T is entered.
BB 1EER A THAl) T % | Required if confidence EHER R
BA . F X E@EXE A | interval is "2-sided" or if
[ CFRRAAASH confidence interval is
TWARWEA ILNET "1-sided" and no Lower Limit
+. is entered.
NA 78 "NA"23 ¥ S T"Miff]" | Explain why the upper limit | FZif
ZE X O FREA#S L | data are not available, if
e . ERoF—4x | "NA"is reported as
PFH C X 22\ BE g A 30 upper-limit of "2-sided"
3%, confidence interval.
B - 250 T Limit: 250 characters.
RTG A= | —OFRLTLIEZ W, Select one. R
— A
7k 1 Ok
EiN
53 B HEE S 7=/8F 2 — & @ | The calculated value for the | HiE S 7=/
Sy Bk D E A, dispersion of the estimated S A =R DLy
parameter. o HE M
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80 Rib 0 2 | ko FmaEie, o> | Any other relevant Fiak
FIVAN BESE# I 2 HEEIE S (45 2 | estimation information,
1. MR Y 2 7 »4yF 3 | Including the direction of the
YO EF 7 — 4% | comparison (for example,
P LS 7 L — 7 A sk describe which arm or
+32) . comparison group represents
. the numerator and
HIER : 250 3L, . .
denominator for relative
risk).
Limit: 250 characters.
81 Z DM OFE | FLEHFAUK MR E £ 7213 | If the statistical analysis N
RAY IR HEE DA 7> a v %A | cannot be submitted using
U 7= %5 2HidT 23 #45 © = | the Statistical Test of
RN A T . M Hypothesis or Method of
A e EA e Estimation options, provide a
Ay LI description and the results of
T any other scientifically
° appropriate tests of
statistical significance.
82 THEG | ke HEFRT — & MNINHE S | The specific period of time Rk
U7 B O HAR, over which adverse event
HIFR - 500 S5, data were collected.
Limit: 500 characters.
83 HEHRGH | BIRRER CIUE Sh7- 4 | If the adverse event AL
s EHELEH N LI Fo4 | information collected in the

HEEROEREITIRARD
HERERBIOWELITE
RIGEEREGORRDE
TIHESHWTREEND
HE. TOEBRBPEDX
INCEIR BTN T
HICHAT 2, 720 F
EEHBINEIZET 5B
OBEFER ML T 572
WIHHT D2 ENTE
FF WX, mAOT
r— R ) SHTERA
EO X ICRE S NI
BT DM A7 0h
LB DN T — 2 FE
e EE e % A e = T )
ni=snE oK) .

HIFR : 500 3CF,

clinical study is collected
based on a different
definition of adverse event
and/or serious adverse event
than the Adverse Events
definition below, a brief
description of how the
definitions differ. May also be
used to provide any
additional relevant
information about adverse
event collection, including
details about the method of
systematic assessment (for
example, daily questionnaire)
or information about how the
analysis population was
determined (if the Number of
Participants at Risk differs
from the number of
participants assigned to the
arm or comparison group).
Limit: 500 characters.
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84

85

86

87

F—7)LF | U EE. fHliEE. £ | Standard terminology, BN
TN ND | FIXEEELHENH S | controlled vocabulary, or
V2R ¥ | Bk 7 05 Lo | classification and version
Y75V L | — g v (B xE. from which adverse event
SNOMED CT . terms are drawn, if any (for
MedDRA 10.0) [H A7 i}‘a;‘g’éz SNO)M]fo C;F’ 1
. o e 10.0). Default value
AEFS BLUT (X for Source Vocabulary Name
BRAEEFREGT IRV X :
to be applied to all adverse
DDA EFRIRIZNT) event terms entered in the
ShTc B TOREFRIC "Serious Adverse Event" and
W &% EDEE S | "Other (Not Including
T2 DT 7 4 /v | Serious) Adverse Event"
hOfE, HEIZE U T, | tables. If necessary, Source
WG SN T4 WA E @ | Vocabulary Name may also
HERESHER ST+ 2 | be specified for specific
CLLTEES, Adverse Event Terms.
SR - 20 5, Limit: 20 characters.
F— T | HBEFELEREZIINET S | The type of approach taken Easu
TRk | =iz E bbb T 7 u— | tocollect adverse event
1 IR Fox A7, [EAk4 | information. Default value
LG F 713 [EAA for the type of approach
EEE LA E T DM taken to collect adverse event
DHEFS | RIZAS S Eforrsnation (SystAematic or )
. . on-Systematic Assessment
T STORERRRME to be applied to all adverse
W S D EEEGE .
event terms entered in the
HANIET 51202l "Serious Adverse Event" or
NB770=F DI AT | vOther (Not Including
DT 7 F /v ME(Z AT~ | Serious) Adverse Event"
T4 v 7 FIIFIET AT | tables. If necessary,
~7 4 v 7 + 7T EAAL | Collection Approach may also
) . MEIC U T, | be specified for specific
FEOHEREHLMIZH W | Adverse Event Terms. Select
THREINFEEfFRES D | one.
ZenTEDL, —OER
LTLEEN,
T =L | FPORESHIZ 72 k2 | Arms or comparison groups ok
— G — L35 L OVE 72138214y | in the study, including all
HrEFEi Iz 225 < 4 C oo fig | arms or comparison groups
F IR R S e . B based on the pre-specified
ST B BT — A E T protocol and/or statistical
PR, analysis plan.
T—AL7 N | KT —LE it % | Label used to identify each | Fiilt
—7 A A | #BIT D0 &4 | arm or comparison group.
7 Bl Limit: >=4 and <= 62

HIFR - > =4 B L D<= 62
L,

characters.
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88

89

90

91

92

93

T—LT ) | &£ T —AF-IT# 7 L | Brief description of each arm | it
— 7t — O/, —f% | or comparison group. In
2. BINE 7 u—T%n | general, it must include
FonE 0 % 57 7 — | sufficient detail to
ABEORT — A7 N — understand how the arm(s)
7 DI NEME S B T — 2 | OF c.omparlson groups were
S S — TR der'lved froTn' the arm(s) to
L. which participants were
DL ICEHENZ»E . . .
assigned in Participant Flow
BT 5 DI A5y 70 e and the intervention strategy
fHMEED 2 BEND Y in each arm/group.
£ Limit: 999 characters.
HIER : 999 3L,
HEREL W22z L= AZ —F | Any untoward or unfavorable | JiE}k 73 &
Bz B B B 72 Jk i | medical occurrence in a
(f5] - 72 Yy fhkp a0 | participant, including any
WA O R) . e, % | abnormal sign (for example,
IR BINE OIS abnormal physical exam or
N & O — e 7 B B laboratory finéing),
S0 00 B O KA B S symptom, or dlse.ase, .
temporally associated with
o o the participant’s
participation in the research,
whether or not considered
related to the participant’s
participation in the research.
LFTRD | iS5 HOJEKTHE Lz | Overall number of FELCEE
WA T | %7 — LBEO4KR 722 | participants, in each
%K mE*e, arm/group, who died due to
any cause.
BWTRD | TXTORERKIC L AT | Overall number of 1R
U R 7 | OFHE (T 72 b, 2JE | participants, in each
BE 1= SR D M IE & 3+ 4 % | arm/group, included in the
DS IcE s, | assessment of deaths due to
S O e B K any cause (that is, the
denominator for calculating
frequency of all-cause
mortality).
HERAAE |1 DEITEKOEES | Overall number of BEFRSH
EHORE | EHESOMBE S T 7-% | participants affected by one
22T | mF oL or more Serious Adverse
¥ Events, for each arm/group.
BRAEFE | BEELREEFEHELOFMEIC | Overall number of HEHERE
Hn ESFENDHSMNF O (3 | participants included in the

mbb, BELAHEHES
DHEZFHRST 7200
OYRE) L ASHERE

assessment of serious
adverse events (that is, the
denominator for calculating
frequency of serious adverse
events), for each arm/group.
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94

95

96

97

98

fhOFEF | hoFEFEFL(EEAH D | Specify the frequency of HAEFZDY%
SO | BN, o4 ESES | occurrence that an Other
i P (Ef72 b 0%k ) o | Not Including Serious)
CHE XD REX T — A Adverse Event must exceed,
F BN T O H S within any arm or
i comparison group, to be
;ﬁ;ﬁi;j{;gj-;% reported in the Other (Not
o o Including Serious) Adverse
Hik\ﬁg (5%) L/LTVC:‘E o Event table. The number for
nNFeY FEA, 74 the frequency threshold must
74V RIS (B> be less than or equal to the
H7213%) 2 EDR0TL | allowed maximum (5%). Do
ZEW, 2=t PR | not include symbols (for
TERREIND, example, > or %) in the data
field, it will be expressed as a
percentage.
FERMELL | KEEAED, 72 < &% 1| Overall number of HEFRGH
Lot | oogESES (EE | participants affected, for
EEE D | LOEE<)RNEE sn- | each arm/group, by at least
WrT b | BNE OB, - ok | one Other (Not Including
o e XA E R Serious) Adverse Event(s)
W7l b 1 DT — A ré)orted in the table. ;
e verse events reported in
ERBLBRFICBINT, the table are those that
5 E SN SRR E (1] 2 d at a frequenc
. 5%) R BEET | o o R e
> - exceeding the specified
FELEAEFRLRTD | prequency Threshold (for
o example, 5%) within at least
one arm or
comparison group.
ER2AFE | B iz oo | Overall number of AEELE
EohkEF | ERES (EEALL O | participants, for each
BRWEEE | Q) DIICE T B4R | arm/group, included in the
& BEDLBIMER, (0 assessment of Other (Not
MOGERS (RER LD Including Serious) Adverse
B < ) 56 A B O fl;ents dl;rh;g the study .
N that is, the denominator for
CLBRERLED) calculating frequency of
Other (Not Including
Serious) Adverse Events).
HEFELY | HAEFELOIIREL, Descriptive word or phrase HAR O Fek
i1 HIBR : 100 3C°7, for the adverse event.
Limit: 100 characters.
FNH v | IERFE IS S 27 4 | High-level categories used to | 2R
. SalN Ik o CHEFES O A | group adverse event terms by
& 7L —F{+ % 7= 8z | body or organ system. Select
HEHSND frL~Lo | one. (Adverse events that

BTy, —OFRLT
<TEEWN,

affect multiple systems
should be classified as
"General disorders.")
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99 HEREGH | AEFRLICET 5B O | Additional relevant ERBUN
FEEIMOF | BEERE e information about the
B HIFR - 250 S5, adverse event.
Limit: 250 characters.
100 Y —AR¥ | FEUEFFE, #ilFER. £ | Standard terminology, Foab
v 75— | FIIAERESHENH S | controlled vocabulary, or
4 BEA13 7 D43 JEE L U | classification and version
—Yay (il ziE. from which adverse event
SNOMED CT . terms are drawn, if any (for
MedDRA 10.0) . Z2[1iC ﬁaﬁf& SNO)MI:E D 01;),1 .
- e 10.0). Leave blan
j: oL, WEINT A to indicate that the value
PR SET, specified as the Source
IR : 20 307 Vocabulary for Table Default
should be used.
Limit: 20 characters.
101 ALy va | FEEZREMZIET 5 | The type of approach taken | 3R
v Ta— | izt b b7 7 r— | tocollect adverse event
Fxk1O% | FOXAF, 1 % @R | information. Select one or
B oor 22 FAMEAOEEICLE leave blank to indicate that
. RIS &I the value specified as the
L L TR S gsiesimeﬁlt Tg};e for aable
T X E T efault shou e used.
102 HELEZT | Aty 1 DDA X | Number of participants, in FEaV Y
LHHMEO | AR E S TS, £ | each arm/group, experiencing
e 7 — A7 L—TFRNDE | at least one event being
=Dk, reported.
103 URA7OH | ZBHEMBECB W TAHZEZES | Number of participants SINE
HBMNE O | DNFHl S 77224 O $k | assessed, in each arm/group,
* (G E$Ee g4 3+ | for adverse events (that is,
FHIHONE) . 7R the denominator for
DL FEOT— NI calculating frequency of
BB R Db adverse events). Leave blank
R to indicate that the value
SREOEAERSNE specified as the total at risk
Lk in the arm/group for the table
should be used.
104 AR N | EENTWAAEESES | Number of occurrences, in FEY AN ¢
DA BEIBEIC BT A % 4 | each arm/group, of the
e, adverse event being reported.
105 | BB R & % | k09726 | P20 E K7 limitation | Describe significant s
= [ L Akt k35, ZoX 97 | limitations of the study. Such

limitation @ FIZiL, ##
H oM E I FRE T &
DFER. FEEMEOMKW, F
TIXERE S LT — 4
DG BT B E O EAf
TeENE END,
HIPR : 250 3UF,

limitations may include not
reaching the target number
of participants needed to
achieve target power and
statistically reliable results
or technical problems with
measurements leading to
unreliable or uninterpretable
data.

Limit: 250 characters.
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106 | ¥ E D R | $TOPI | AFFEEEHE 2 AR % — | Indicate whether the B
bS] DARY | OWNEETH D) E H H | principal investigator is an
—IERE%E | R LET, —oominL | employee of the sponsor.
7 TR, Select one.
107 PIBAR&IFR | 2R W —F 7137 Dt | Indicate whether there exists | [T\, VW2
A L BFZeE T (PI) | any agreement (other than AIRIR
LOBT, 5 1 ke=T R | an agreement solely to
BT PL W7 4 — comply with applicable
S a2y —F T provisions of law protecting
OB B 3B 00 f B A the privacy of par}:icirl)antsl
. o participating in the clinica
THIEOGRE (Eﬁ%ﬁ? study) between the sponsor
BT 28MEDTZ . o
” \ or its agent and the principal
AN R D IR investigator (PI) that
EETTSIL0HEH restricts in any manner the
fy& L7zl kb 2B <) | ability of the PI to discuss the
DIFET DD results of the clinical study at
[TV /W 2 23R L E | a scientific meeting or any
R other public or private forum
or to publish in a scientific or
academic journal the results
of the clinical study, after the
Primary Completion Date.
Select Yes/No.
108 PIBATR&IFR | 5 R BREIFRIZES 3 %38 | Additional information about | ZR=;
LA INIESR, K~ 72259755 | the results disclosure
A%, B b HIR ok | restriction. If there are
LV \§Q7(f§/‘] (W’J }%_li\ E‘ﬂ% LW Varying agreements, choose
5,5 11 R T B % 2 the type below that
) B HA LT ORE AR | TOPresents t?ehm"“
. restrictive of the agreements
" Li Fo TOBRLT (for example, the agreement
Crav, with the greatest embargo
time period). Select one.

109 | fE R O | ARTEIT | B0 L L THEE S 4Lz | The person who is designated | J#is % > A4
e (B | Ao 2 4 | A, Zhd. BE D AW | the point of contact. This may | ¢4, #if
Hhes) | r D4 T (Fl 213, 2 = — | be a specific person's name

Ve 23 R O IRA (for example, Dr. Jane Smith)
(Bl 2 1 . Bk 3B o> 547 | OF @ position title (for
%) CH LT example, Director of Clinical
Trials).
110 PR A BE S A0/ | Full name of the designated | #H#%k4
DL FR, individual's organizational
affiliation.
111 e EEINT-{Hx DA 7 ¢ | Office phone number of the EERE R

A DEFEE T, KEB K
CHFEHNDT —~
b 123-456-7890 % fifi Jfl L
TLEZE W, KEB LY
I F B OEE X,
a— REELENERE
AL ET,

designated individual. Use
the format 123-456-7890
within the United States and
Canada. If outside the United
States and Canada, provide
the full phone number,
including the country code.
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112 A — ) eI~ oEF A | Electronic mail address of A—)LT KL
— L7 RL A, the designated individual. 2z
113 | Bt (7 | BIEX A 7 | W d @i Select one R
vay) * 1 DiEIR
114 IADLET | FEAENRITENS 1 fE | Provide the name of one or S 44
ML E oSy AMiEryg | more drugs, biological
UK E 7- 1T HEER o> 4 B4 | products or devices to which
AP LET, EOBEAIT. the certification applies. For
s EADLEF, 7 drugs use generic name; for
NSRS 4 F otherdtypes ofgrcllterventions
provide a brief descriptive
é—:]\jj L& j° i ﬁ_f name. The name(s) entered
77 b SV RERRC B should match Intervention
SN ADE—H L7 Name(s) provided in the
BECIELAPRAIAN protocol section.
115 FDA H 5§ | FEROBIEN PIEIAFED | Provide at least one FDA FDA H 3
£ 9| £7-1% [###H o | application number (for =
E | Tho T, Affespl | example, NDA, BLA, or PMA
L. DRl 1 oD number), if available, when
FDA Hi6% 5 (g, | Delay Results Typeis
NDA . BLA . % 7 1% "Certify Initial Approval" or
"Certify New Use."
PMA#H ) 2 ELE7,
116 ZoR I | MROBIENER"" DY | Estimate of the date on I H
A A EEEREER O 4 54 | which the clinical study
DEHTFEH, results information will be
submitted, if the Delay
Results Type is "Extension".
117 2 BA B& DRI 22 00 #i5 S 15 ) 3 % | Description of the reason(s) ERBUN

PlETCITATITERVE
BRI IE R 2 E X kT
L0+ 0y 7Bl L IER
KA A TE 5 LD
WZEE A AT 5,

FBEE STV 2R WRILS
£ THRRE) L7 —%
IIHT DIEIEIL, SERE D IE
ERASL 1 Rl r AP AN
LICHEBELTLIES N,
PR : 999 37,

why clinical study results
information cannot be
provided according to the
deadline, with sufficient
detail to justify good cause
for the extension and to allow
for the evaluation of the
request. Note that "pending
publication" and delays in
data analysis for unspecified
causes are not considered
good cause for an extension.
Limit: 999 characters.
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£33 2. ClinicalTrials.gov THIUE S 41TV 2 il BRis 5L 0 B &% A B O3 I 1)

ClinicalTrials.gov Results Data Element Definitions
for Interventional and Observational Studies

June 29, 2017

This document describes the definitions for results data elements submitted to ClinicalTrials.gov for
interventional studies (clinical trials) and observational studies. These definitions are mostly adapted from
42 CFR Part 11.

Data element entries are annotated with symbols to indicate generally what information is required to be
submitted and under which circumstances. The responsible party must ensure that the information
provided complies with any applicable laws, regulations, or policies. For more information about various
requirements and definitions of regulatory terms under 42 CFR Part 11, see Support Materials.

Note: The term "clinical study” is used to refer to both interventional and observational studies. The term
"participant” is used to refer to a human subject.

* Required
*§ Required if Primary Completion Date is on or after January 18, 2017
[*] Conditionally required

¥ 1. Participant Flow

Information to document the progress of research participants through each stage of a study in a tabular
format, including the number of participants who started and completed the clinical study. (Identical in
purpose to a CONSORT flow diagram, but represented as tables).

The tabular presentation may be separated into "periods,” each of which comprises an interval of study
activity. Each period consists of "milestones” for reporting numbers of participants at particular points in
time within that period.

Recruitment Details

Definition: Key information relevant to the recruitment process for the overall study, such as dates
of the recruitment period and types of location (For example, medical clinic), to provide context.
Limit: 350 characters.

Pre-assignment Details [*]

Definition: Description of significant events in the study (for example, wash out, run-in) that occur
after participant enrollment, but prior to assignment of participants to an arm or group, if any. For
example, an explanation of why enrolled participants were excluded from the study before
assignment to arms or groups.

Limit: 350 characters.

Arm/Group Information *

Definition: Arms or groups for describing the flow of participants through the clinical study. In
general, it must include each arm to which participants were assigned.

Arm/Group Title *

Definition: Descriptive label used to identify each arm or group.
Limit: >=4 and <= 62 characters.

Arm /Group Description * §

Definition: Brief description of each arm or group. In general, it must include sufficient details
to understand each arm to which participants were assigned and the intervention strategy
used in each arm.

Limit: 999 characters.
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Type of Units Assigned [*]

Definition: If assignment is based on a unit other than participants, a description of the unit of
assignment (for example, eyes, lesions, implants).

Limit: 40 characters.

Period(s) *
Definition: Discrete stages of a clinical study during which numbers of participants at specific
significant events or points of time are reported.

There is no limit to the number of periods that may be used to describe a single study. Each
subsequent period represents a study stage following the previous period. That is, participants
"flow" from earlier to later periods.

Period Title *

Definition: Title describing a stage of the study. If only one period is defined, the default title is
Overall Study. When a study has more than one period, none of the Period Titles should be
Overall Study.

Limit: 40 characters.

Started ¥

Definition: Number of participants initiating the period. In the first period, it is the number of
participants assigned to each arm or group. If assignment is based on a unit other than
participants, also include the number of units at the beginning of the period.

Comments
Definition: Additional information about the Started milestone or Milestone Data.
Limit: 100 characters.

Completed *

Definition: Number of participants at the end of the period. If assignment is based on a unit
other than participants, also include the number of units at the end of the period.

Comments
Definition: Additional information about the Completed milestone or Milestone Data.
Limit: 100 characters.

Not Completed (calculated automatically)
Definition: Number of participants (and units, if applicable) that did not complete the study or
period. This is calculated automatically by subtracting Completed from Started.

Additional Milestone(s)

Definition: Any specific events or time points in the study when the numbers of participants
(and units, if applicable) are reported. While there is no limit to the number of milestones that
may be used in a single period, data are required for two milestones, Started and Completed,
within each period.

Milestone Title [*]
Definition: : Label describing the milestone
Limit: 40 characters.

Milestone Data [*]

Definition: Number of participants to reach the milestone, in each arm/group. If
assignment is based on a unit other than participants, also include the number of units to
reach the milestone.

Comments
Definition: Additional information about the milestone or data.
Limit: 100 characters.
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Reason Not Completed

Definition: Additional information about participants who did not complete the study or period.
If reasons are provided, the total number of participants listed as Not Completed must be
accounted for by all reasons for non-completion.

Reason Not Completed Type [*]
Definition: Reason why participants did not complete the study or period. Select one.

Adverse Event

Death

Lack of Efficacy

Lost to Follow-Up
Physician Decision
Pregnancy

Protocol Violation
Withdrawal by Subject
Other

Other Reason [*]

Definition: A brief description of the reason for non-completion, if "Other" Reason
Not Completed Type is selected.

Limit: 40 characters.

Reason Not Completed Data [*]

Definition: Number of participants in each arm or group that did not complete the study
or period, for each Reason Not Completed.

¥ 2. Baseline Characteristics

A table of demographic and baseline measures and data collected by arm or comparison group and for
the entire population of participants in the clinical study.

Arm/Group Information *

Definition: Arms or comparison groups in the study, including all participants assessed at baseline as
specified in the pre-specified protocol and/or statistical analysis plan.

Arm /Group Title *

Definition: Descriptive label used to identify each arm or comparison group.
Limit: >= 4 and <= 62 characters.

Arm/Group Description * §

Definition: Brief description of each arm or comparison group. In general, it must include
sufficient detail to understand how the arm(s) or comparison groups were derived from the
arm(s) to which participants were assigned in Participant Flow (if different) and the
intervention strategy in each arm/group.

Limit: 999 characters.
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Baseline Analysis Population Information
Overall Number of Baseline Participants *

Definition: Total number of participants for whom baseline characteristics were measured, in
each arm/group and overall.

Overall Number of Units Analyzed [*]
Definition: If the analysis is based on a unit other than participants, the number of units for
which baseline measures were measured and analyzed, in each arm/group and overall.

Type of Units Analyzed [*]

Definition: If the analysis is based on a unit other than participants, a description of the unit of
analysis (for example, eyes, lesions, implants).

Limit: 40 characters.

Baseline Analysis Population Description [*]

Definition: If the Overall Number of Baseline Participants (or units) differs from the number of
participants (or units) assigned to the arm or comparison group and overall, a brief description
of the reason(s) for the difference such as how the analysis population was determined.

Limit: 350 characters.

Baseline Measure Information ¥

Definition: A description of each baseline or demographic characteristic measured in the clinical
study. Required baseline measures include Age, Sex/Gender, Race, Ethnicity (if collected under the
protocol), and any other measure(s) that were assessed at baseline and used in the analysis of the
primary outcome measure(s).

Baseline Measure Title ¥

Definition: The name of the baseline or demographic characteristic measured in the clinical
study. Select as many as needed.

¢ Study-Specific Measure *§ (Select as many as needed)

o Age * (Select at least one of the following):
e Age, Continuous: For example - mean or median age

e Age, Categorical:
e <=18 years

e =18 and <65 years
e >=0(5 years

e Age, Customized: Customizable age categories

e Sex/Gender * (Select at least one of the following):
e Sex: Female, Male
e Sex/Gender, Customized

e Race and Ethnicity *§
e Race (NIH/OMB): U.S. National Institutes of Health and U.S. Office of Management
and Budget Classification Categories

e Ethnicity (NIH/OMB): U.S. National Institutes of Health and U.S. Office of
Management and Budget Classification Categories

e Race/Ethnicity, Customized
e Race and Ethnicity Not Collected

e Region of Enrollment
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Study-Specific Baseline Measure Title(s) [*]
Definition: If "Study-Specific Measure" is chosen, provide the name of the measure.
Limit: 100 characters.

Baseline Measure Description

Definition: Additional descriptive information about the baseline measure, such as a description
of the metric used to characterize the specific baseline measure.

Limit: 600 characters.

Measure Type *
Definition: The type of data for the baseline measure. Select one.

e Count of Participants

e Mean

s Median

e |east Squares Mean

e Geometric Mean

o Geometric Least Squares Mean
* Number

e Count of Units

Measure of Dispersion *

Select one.

e Not Applicable (only if Measure Type is "Number”, "Count of Participants", or "Count of
Units")

e Standard Deviation

e Inter-Quartile Range

e Full Range

Number of Baseline Participants [*]
Definition: The number of participants analyzed for the baseline measure, if different from the
Overall Number of Baseline Participants, in each arm/group and overall.

Number of Units Analyzed [*]
Definition: The number of units analyzed for the baseline measure, if different from the Overall
Number of Units Analyzed, in each arm/group and overall.

Analysis Population Type [*]

Definition: Indicate whether the baseline measure analysis is based on participants or units
other than participants. Only applies if Type of Units Analyzed is specified. Select
Participants/Other Units.

Measure Analysis Population Description [*]

Definition: Explanation of how the number of participants (or units) for analysis was
determined, if different from the Overall Number of Participants [or Units] Analyzed.
Limit: 350 characters.

Category or Row Title [*]

Definition: Name of distinct category or row for a baseline measure, if any. Category Titles are
only for mutually exclusive and exhaustive categories summarizing data using the Measure
Type of a "Count of Participants" or "Count of Units." Row Titles are for any type of data.
Limit: 50 characters.
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Baseline Measure Data ¥

Definition: The value(s) for each baseline measure, for each arm/group and overall.

NA (Not Available) Explanation [*]

Definition: Explain why baseline measure data are not available, if "NA" is reported for
Baseline Measure Data.

Limit: 250 characters.

Unit of Measure ¥

Definition: An explanation of what is quantified by the data (for example, participants, mm
Hg), for each baseline measure.
Limit: 40 characters.

¥ 3. Outcome Measures

A table of data for each primary and secondary outcome measure by arm (that is, initial assignment of
participants to arms or groups) or comparison group (that is, analysis groups), including the result(s) of
scientifically appropriate statistical analyses that were performed on the outcome measure data, if any.

Note: QOutcome measure information from the Protocol Section of the record will be copied into the
Results Section the first time results are created.

Outcome Measure Information *

Definition: A description of each outcome measure.

Note: "Outcome measure” means a pre-specified measurement that is used to determine the effect
of an experimental variable on participants in the study. Post-hoc (that is, not pre-specified)
outcome measures may also be reported.

Outcome Measure Type *

Definition: The type of outcome measure. Select one.

s Primary

* Secondary

e Other Pre-specified
* Post-Hoc

Outcome Measure Title ¥

Definition: Name of the specific outcome measure.
Limit: 255 characters.

Outcome Measure Description [*]

Definition: Additional information about the outcome measure, including a description of the
metric used to characterize the specific outcome measure, if not included in the Qutcome
Measure Title.

Limit: 999 characters.

Outcome Measure Time Frame *

Definition: Time point(s) at which the measurement was assessed for the specific metric
used. The description of the time point(s) of assessment must be specific to the ocutcome
measure and is generally the specific duration of time over which each participant is assessed
(not the overall duration of the study).

Limit: 255 characters.

Anticipated Reporting Date
Definition: If Outcome Measure Data are not included for an outcome measure, provide the
expected month and year they will be submitted.
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Arm/Group Information *

Definition: Arms or comparison groups in the study, including all arms or comparison groups
based on the pre-specified protocol and/or statistical analysis plan.

Arm/Group Title *

Definition: Descriptive label used to identify each arm or comparison group.
Limit: >= 4 and <= 62 characters.

Arm/Group Description * §

Definition: Brief description of each arm or comparison group. In general, it must include
sufficient detail to understand how the arm(s) or comparison groups were derived from
the arm(s) to which participants were assigned in Participant Flow (if different) and the
intervention strategy in each arm/group.

Limit: 999 characters.

Analysis Population Information

Overall Number of Participants Analyzed *

Definition: Number of participants for whom an outcome measure was measured and
analyzed, for each outcome measure and each arm/group.

Type of Units Analyzed [*]

Definition: If the analysis is based on a unit other than participants, a description of the
unit of analysis (for example, eyes, lesions, implants).

Limit: 40 characters.

Overall Number of Units Analyzed [*]

Definition: If the analysis is based on a unit other than participants, the number of units
for which an outcome was measured and analyzed, for each outcome measure and each
arm/group.

Analysis Population Description [*]

Definition: If the Number of Participants Analyzed or Number of Units Analyzed differs
from the number of participants or units assigned to the arm or comparison group, a brief
description of the reason for the difference (such as how the analysis population was
determined).

Limit: 350 characters.

Outcome Measure Data Table

Measure Type

*

Definition: The type of data for the outcome measure. Select one.

Count of Participants

Mean

Median

Least Squares Mean
Geometric Mean

Geometric Least Squares Mean
Number

Count of Units
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Measure of Dispersion/Precision *

Select one.

e Not Applicable (only if Measure Type is "Number," "Count of Participants,” or "Count of
Units")

s Standard Deviation

s Standard Error

e Inter-Quartile Range

e Full Range

s 80% Confidence Interval

s 90% Confidence Interval

s 95% Confidence Interval

s 97.5% Confidence Interval

s 99% Confidence Interval

e (Other Confidence Interval Level

e Geometric Coefficient of Variation (only when Measure Type is "Geometric Mean")

Other Confidence Interval Level [*]

Definition: The numerical value for the confidence interval level, if "Other Confidence
Interval Level" is selected. Provide a rationale for choosing this level in the Outcome
Measure Description.

Category or Row Title [*]

Definition: Name of distinct category or row for an outcome measure, if any. Category Titles
are only for mutually exclusive and exhaustive categories summarizing data using the Measure
Type of a "Count of Participants" or "Count of Units". Row Titles are for any type of data.

Limit: 50 characters.

Number of Participants Analyzed [*]

Definition: The number of participants analyzed for the outcome measure in the row and
for each arm/group, if different from the overall Number of Participants Analyzed.

Limit: 50 characters.

Number of Units Analyzed [*]
Definition: The number of units analyzed for the outcome measure in the row and for
each arm/group, if different from the overall Number of Units Analyzed.

Outcome Data *

Definition: The measurement value(s) for each outcome measure, including each category/row
and each arm/group.

NA (Not Available) Explanation [*]

Definition: Explain why outcome measure data are not available, if "NA" is reported for
Outcome Data.

Limit: 250 characters.

Unit of Measure *

Definition: An explanation of what is quantified by the data (for example, participants, mm
Hg), for each outcome measure.
Limit: 40 characters.
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Statistical Analyses [*]

Definition: Result(s) of scientifically appropriate tests of statistical significance of the primary and
secondary outcome measures, if any. Such analyses include: pre-specified in the protocol and/or
statistical analysis plan; made public by the sponsor or responsible party; conducted on a primary
outcome measure in response to a request made by FDA.

If a statistical analysis is reported "Comparison Group Selection" and "Type of Statistical Test" are
required. In addition, one of the following data elements are required with the associated
information: "P-Value," "Estimation Parameter," or "Other Statistical Analysis."

Statistical Analysis Overview
Definition: Summary description of the analysis performed.

Comparison Group Selection [*]

Definition: The arms or comparison groups involved in the statistical analysis (check all to indicate
an "omnibus" analysis).

Comments

Definition: Additional details about the statistical analysis, such as null hypothesis and
description of power calculation.

Limit: 500 characters.

Type of Statistical Test [*]
Definition: Identifies the type of analysis. Select one.

e Superiority

e Non-inferiority

¢ Equivalence

e Other (for example, single group or other descriptive analysis)
e Non-Inferiority or Equivalence (legacy selection)

e Superiority or Other (fegacy sefection)

Comments [*]

Definition: If, "Non-inferiority" or "Equivalence," provide additional details, including details of
the power calculation (if not previously provided), definition of non-inferiority or equivalence
margin, and other key parameters.

Limit: 500 characters.

Statistical Test of Hypothesis (or Method of Estimation or Other Statistical Analysis required)
Definition: Procedure used for statistical analysis of outcome data and the calculated p-value.

P-Value [*]
Definition: Calculated p-value given the null-hypothesis

Comments

Definition: Additional information, such as whether the p-value is adjusted for multiple
comparisons and the a priori threshold for statistical significance

Limit: 250 characters.
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Method [*]
Definition: The statistical test used to calculate the p-value, if a P-Value is reported. Select one.

« ANCOVA

« ANOVA

e Chi-Squared

e Chi-Squared, Corrected
s Cochran-Mantel-Haenszel
s Fisher Exact

o Kruskal-Wallis

e Log Rank

s Mantel Haenszel

e McNemar

e Mixed Models Analysis

e Regression, Cox

e Regression, Linear

* Regression, Logistic

e Sign Test

e t-Test, 1-Sided

e t-Test, 2-Sided

e Wilcoxon (Mann-Whitney)
s Other

Other Method Name [*]
Definition: If "Other" is selected, provide name of statistical test.
Limit: 40 characters.

Comments

Definition: Any other relevant information about the statistical test, such as adjustments
or degrees of freedom.

Limit: 150 characters.

Method of Estimation {(or Statistical Test of Hypothesis or Other Statistical Analysis required)
Definition: Procedure used to estimate effect of intervention.

Estimation Parameter [ *]
Select one.

e Cox Proportional Hazard

e Hazard Ratio (HR)

e Hazard Ratio, Log

e Mean Difference (Final Values)
e Mean Difference (Net)

e Median Difference (Final Values)
e Median Difference (Net)

« 0dds Ratio (OR)

« (Odds Ratio, Log

e Risk Difference (RD)

« Risk Ratio (RR)

e Risk Ratio, Log

e Slope

s Other
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Other Parameter Name [*]

Definition: The name of the estimation parameter, if “Other” Estimation Parameter is
selected.

Limit: 40 characters.

Estimated Value [*]
Definition: The calculated value for the estimation parameter.

Confidence Interval (If applicable)

Level [*]
Expressed as a percentage.

Number of Sides [*]
Select 1-sided or 2-sided.

Lower Limit [*]
Definition: Required if confidence interval is "2-sided" or if confidence interval is "1-sided"
and no Upper Limit is entered.

Upper Limit [*]
Definition: Required if confidence interval is "2-sided" or if confidence interval is "1-sided"
and no Lower Limit is entered.

NA (Not Available) Explanation [*]

Definition: Explain why the upper limit data are not available, if "NA" is reported as upper-
limit of "2-sided" confidence interval.

Limit: 250 characters.

Parameter Dispersion Type
Select one.

e Standard Deviation

e Standard Error of the Mean

Dispersion Value
Definition: The calculated value for the dispersion of the estimated parameter.

Estimation Comments

Definition: Any other relevant estimation information, including the direction of the comparison
(for example, describe which arm or comparison group represents the numerator and
denominator for relative risk).

Limit: 250 characters.

Other Statistical Analysis

Definition: If the statistical analysis cannot be submitted using the Statistical Test of Hypothesis or
Method of Estimation options, provide a description and the results of any other scientifically
appropriate tests of statistical significance.
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¥ 4, Adverse Event Information
Information for completing three tables summarizing adverse events.

1. All-Cause Mortality: *§ A table of all anticipated and unanticipated deaths due to any cause, with
number and frequency of such events in each arm/group of the clinical study.

2. Serious Adverse Events: ¥ A table of all anticipated and unanticipated serious adverse events,

grouped by organ system, with number and frequency of such events in each arm/group of the
clinical study. (See Adverse Events definition below).

3. Other (Not Including Serious) Adverse Events: * A table of anticipated and unanticipated events

(not included in the serious adverse event table) that exceed a frequency threshold (for example, 5
%) within any arm of the clinical study, grouped by organ system, with number and frequency of
such events in each arm/group of the clinical study.

Time Frame ¥ g

Definition: The specific period of time over which adverse event data were collected.
Limit: 500 characters.

Adverse Event Reporting Description [*]

Definition: If the adverse event information collected in the clinical study is collected based on a
different definition of adverse event and/or serious adverse event than the Adverse Events definition
below, a brief description of how the definitions differ. May also be used to provide any additional
relevant information about adverse event collection, including details about the method of
systematic assessment (for example, daily questionnaire) or information about how the analysis
population was determined (if the Number of Participants at Risk differs from the number of
participants assigned to the arm or comparison group).

Limit: 500 characters.

Source Vocabulary Name for Table Default

Definition: Standard terminology, controlled vocabulary, or classification and version from which
adverse event terms are drawn, if any (for example, SNOMED CT, MedDRA 10.0). Default value for
Source Vocabulary Name to be applied to all adverse event terms entered in the "Serious Adverse
Event" and "Other (Not Including Serious) Adverse Event" tables. If necessary, Source Vocabulary
Name may also be specified for specific Adverse Event Terms.

Limit: 20 characters.

Collection Approach for Table Default * § (or Collection Approach for each Adverse Event Term
required)

Definition: The type of approach taken to collect adverse event information. Default value for the
type of approach taken to collect adverse event information (Systematic or Non-Systematic
Assessment) to be applied to all adverse event terms entered in the "Serious Adverse Event" or
"Other (Not Including Serious) Adverse Event" tables. If necessary, Collection Approach may also be
specified for specific Adverse Event Terms. Select one.

e Systematic Assessment: Any method of routinely determining whether or not certain adverse
events have occurred, for example through a standard questionnaire, regular investigator
assassment, regular laboratory testing, or other method

e Non-Systematic Assessment: Any non-systematic method for determining whether or not
adverse events have occurred, such as self-reporting by participants or occasional
assassment/testing
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Arm/Group Information *

Definition: Arms or comparison groups in the study, including all arms or comparison groups based
on the pre-specified protocol and/or statistical analysis plan.

Arm /Group Title *

Definition: Label used to identify each arm or comparison group.
Limit: »=4 and <= 62 characters.

Arm /Group Description * §

Definition: Brief description of each arm or comparison group. In general, it must include
sufficient detail to understand how the arm(s) or comparison groups were derived from the
arm(s) to which participants were assigned in Participant Flow and the intervention strategy in
each arm/group.

Limit: 999 characters.

Adverse Events

Definition: Any untoward or unfavorable medical occurrence in a participant, including any abnormal
sign (for example, abnormal physical exam or laboratory finding), symptom, or disease, temporally
associated with the participant’s participation in the research, whether or not considered related to
the participant’s participation in the research.

Three types of adverse event data are to be reported: "All-Cause Mortality," "Serious," and "Other
(Not Including Serious)" Adverse Events.

1. All-Cause Mortality: The occurrence of death due to any cause.

2. Serious Adverse Events: Include adverse events that result in any of the following outcomes:
death, a life-threatening adverse event, inpatient hospitalization or prolongation of existing
hospitalization, a persistent or significant incapacity or substantial disruption of the ability to
conduct normal functions, or a congenital anomaly/birth defect. Important medical events that
may not result in death, be life-threatening, or require hospitalization may be considered
serious when, based upon appropriate medical judgment, they may jeopardize the participant
and may require medical or surgical intervention to prevent one of the outcomes listed in this
definition.

3. Other (Not Including Serious) Adverse Events: Adverse events that are not Serious Adverse
Events.

Total Number Affected by All-Cause Mortality *§

Definition: Overall number of participants, in each arm/group, who died due to any cause.

Total Number at Risk for All-Cause Mortality * g

Definition: Overall number of participants, in each arm/group, included in the assessment of deaths
due to any cause (that is, the denominator for calculating frequency of all-cause mortality).

Total Number Affected by Any Serious Adverse Event *

Definition: Overall number of participants affected by one or more Serious Adverse Events, for each
arm/group.

Total Number at Risk for Serious Adverse Events ¥ (or Number at Risk for each Serious Adverse
Event Term required)

Definition: Overall number of participants included in the assessment of serious adverse events (that
is, the denominator for calculating frequency of serious adverse events), for each arm/group.

84




Frequency Threshold for Reporting Other (Not Including Serious) Adverse Events *

Definition: Specify the frequency of occurrence that an Other (Not Including Serious) Adverse Event
must exceed, within any arm or comparison group, to be reported in the Other (Not Including
Serious) Adverse Event table. The number for the frequency threshold must be less than or equal to
the allowed maximum (5%). Do not include symbaols (for example, = or %) in the data field, it will
be expressed as a percentage.

For example, a threshold of 5 percent indicates that all Other (Not Including Serious) Adverse
Events with a frequency greater than 5 percent within at least one arm or comparison group are
reported.

Total Number Affected by Any Other (Not Including Serious) Adverse Event Above the

Frequency Threshold *

Definition: Overall number of participants affected, for each arm/group, by at least one Other (Not
Including Serious) Adverse Event(s) reported in the table. Adverse events reported in the table are
those that occurred at a frequency exceeding the specified Frequency Threshold (for example, 5%)
within at least one arm or comparison group.

Total Number at Risk for Other (Not Including Serious) Adverse Events * (or Number at Risk

for each Other, [Not Including Serious], Adverse Event Term required)

Definition: Overall number of participants, for each arm/group, included in the assessment of Other
(Mot Including Serious) Adverse Events during the study (that is, the denominator for calculating
frequency of Other (Not Including Serious) Adverse Events).

Adverse Event Term *

Definition: Descriptive word or phrase for the adverse event.
Limit: 100 characters.

Organ System *

Definition: High-level categories used to group adverse event terms by body or organ system.
Select one. (Adverse events that affect multiple systems should be classified as "General
disorders.")

s Blood and Lymphatic System Disorders

» Cardiac Disorders

s Congenital, Familial and Genetic Disorders

s Ear and Labyrinth Disorders

¢ Endocrine Disorders

s Eye Disorders

» Gastrointestinal Disorders

s General Disorders

e Hepatobiliary Disorders

s Immune System Disorders

» Infections and Infestations

¢ Injury, Poisoning and Procedural Complications
s Investigations

» Metabolism and Nutrition Disorders

s Musculoskeletal and Connective Tissue Disorders
¢ Neoplasms Benign, Malignant and Unspecified (Including Cysts and Polyps)
¢ Nervous System Disorders

e Pregnancy, Puerperium and Perinatal Conditions
» Product Issues

s Psychiatric Disorders

¢ Renal and Urinary Disorders

s Reproductive System and Breast Disorders

¢ Respiratory, Thoracic and Mediastinal Disorders
» Skin and Subcutaneous Tissue Disorders

» Social Circumstances

e Surgical and Medical Procedures

s Vascular Disorders
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Adverse Event Term Additional Description
Definition: Additional relevant information about the adverse event.
Limit: 250 characters.

Source Vocabulary Name

Definition: Standard terminology, controlled vocabulary, or classification and version from which
adverse event terms are drawn, if any (for example, SNOMED CT, MedDRA 10.0). Leave blank to
indicate that the value specified as the Source Vocabulary for Table Default should be used.
Limit: 20 characters.

Collection Approach * § (or Collection Approach for Table Default required)

Definition: The type of approach taken to collect adverse event information. Select one or leave
blank to indicate that the value specified as the Assessment Type for Table Default should be used.

e Systematic Assessment: Any method of routinely determining whether or not certain adverse
events have occurred, for example through a standard questionnaire, regular investigator
assessment, regular laboratory testing, or other method

e Non-Systematic Assessment: Any non-systematic method for determining whether or not
adverse events have occurred, such as self-reporting by participants or occasional
assessment/testing

Adverse Event Data

Number of Participants Affected *

Definition: Number of participants, in each arm/group, experiencing at least one event being
reported.

Number of Participants at Risk *

Definition: Number of participants assessed, in each arm/group, for adverse events (that is,
the denominator for calculating frequency of adverse events). Leave blank to indicate that the
value specified as the total at risk in the arm/group for the table should be used.

Number of Events
Definition: Number of occurrences, in each arm/group, of the adverse event being reported.

w 5. Limitations and Caveats

Overall Limitations and Caveats

Definition: Describe significant limitations of the study. Such limitations may include not reaching
the target number of participants needed to achieve target power and statistically reliable results or
technical problems with measurements leading to unreliable or uninterpretable data.

Limit: 250 characters.

¥ 6. Certain Agreements

Information indicating whether there exists an agreement between the sponsor or its agent and the
principal investigators (unless the sponsor is an employer of the principal investigators) that restricts in
any manner the ability of the principal investigators (PIs), after the completion of the study, to discuss
the results of the study at a scientific meeting or any other public or private forum, or to publish in a
scientific or academic journal information concerning the results of the study. This does not include an
agreement solely to comply with applicable provisions of law protecting the privacy of participants.
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Are all PIs Employees of Sponsor? *

Definition: Indicate whether the principal investigator is an employee of the sponsor. Select one.

e Yes: The principal investigator is an employee of the sponsor
e No: The principal investigator is not an employee of the sponsor

If "No" the following information is required:

Results Disclosure Restriction on PI(s)? [*]

Definition: Indicate whether there exists any agreement (other than an agreement solely to comply
with applicable provisions of law protecting the privacy of participants participating in the clinical
study) between the sponsor or its agent and the principal investigator (PI) that restricts in any
manner the ability of the PI to discuss the results of the clinical study at a scientific meeting or any
other public or private forum or to publish in a scientific or academic journal the results of the
clinical study, after the Primary Completion Date. Select Yes/No.

If there are agreements with multiple PIs who are not employees of the sponsor and there is a
disclosure restriction on at least one PI, select "Yes."

PI Disclosure Restriction Type

Definition: Additional information about the results disclosure restriction. If there are varying
agreements, choose the type below that represents the most restrictive of the agreements (for
example, the agreement with the greatest embargo time period). Select one.

e The only disclosure restriction on the PI is that the sponsor can review results communications
prior to public release and can embargo communications regarding study results for a period
that is less than or equal to 60 days from the date that the communication is submitted to
the sponsor for review. The sponsor cannot require changes to the communication and cannot
unilaterally extend the embargo.

e The only disclosure restriction on the PI is that the sponsor can review results communications
prior to public release and can embargo communications regarding study results for a period
that is more than 60 days but less than or equal to 180 days from the date that the
communication is submitted to the sponsor for review. The sponsor cannot require changes to
the communication and cannot unilaterally extend the embargo.

e Other disclosure agreement that restricts the right of the PI to disclose, discuss, or publish
study results after the study is completed

Other Disclosure Restriction Description

Definition: If "Other disclosure agreement..." is selected, describe the type of agreement
including any provisions allowing the sponsor to require changes, ban the communication, or
extend an embargo.

Limit: 500 characters.

¥ 7. Results Point of Contact

Point of contact for scientific information about the clinical study results information.

Name or Official Title ¥

Definition: The person who is designated the point of contact. This may be a specific person's name
(for example, Dr. Jane Smith) or a position title (for example, Director of Clinical Trials).

Organization Name *

Definition: Full name of the designated individual's organizational affiliation.
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Phone: *§ Office phone number of the designated individual. Use the format 123-456-7890 within

the United States and Canada. If outside the United States and Canada, provide the full phone
number, including the country code.

Extension (Ext.): Phone extension, if needed

Email: *§ Electronic mail address of the designated individual.

¥ 8. Delayed Results (Optional)

A responsible party may delay the deadline for submitting results information if one of the two
certification conditions below applies to the clinical study. Alternatively, the responsible party may request
an extension of the results submission deadline for good cause. The extension must be granted by the
NIH Director.

Delay Results Type [*] : Select one

e Certify Initial Approval: Trial studies an FDA-regulated drug product (including a biological
product) or device product that was not approved, licensed or cleared by FDA for any use
before the Primary Completion Date of the trial, and the sponsor intends to continue with
product development and is either seeking, or may at a future date seek, FDA approval,
licensure, or clearance of the drug product (including a biological product) or device product
under study.

e Certify New Use: Trial studies an FDA-regulated drug product (including a biological product) or
device product that previously has been approved, licensed, or cleared, for which the
manufacturer is the sponsor of the trial and for which an application or premarket notification
seeking approval, licensure, or clearance of the use being studied (which is not included in the
labeling of the approved, licensed, or cleared drug, product (including a biologic product) or
device product) has been filed or will be filed within one year with FDA.

e Extension: Request, for good cause, an extension of the deadline for submitting results
information

Note: If a responsible party who is both the manufacturer of the drug product (including a biological
product) or device product studied in an applicable clinical trial and the sponsor of the applicable
clinical trial submits a certification under "Certify New Use," that responsible party must submit such
a certification for each applicable clinical trial that meets the following criteria: (1) the applicable
clinical trial is reguired to be submitted in an application or premarket notification seeking approval,
licensure, or clearance of a new use; (2) the applicable clinical trial studies the same drug product
(including a biological product) or device product for the same use as studied in the applicable
clinical trial for which the initial certification was submitted. [42 U.S.C. 282 (3)(3)(E)(v)(II) and 42
CFR 11.44(b)(3)]

Intervention Name(s)

Definition: Provide the name of one or more drugs, biological products or devices to which the
certification applies. For drugs use generic name; for other types of interventions provide a brief
descriptive name. The name(s) entered should match Intervention Name(s) provided in the protocol
section.

FDA Application Number(s)
Definition: Provide at least one FDA application number (for example, NDA, BLA, or PMA number), if
available, when Delay Results Type is "Certify Initial Approval" or "Certify New Use."

Requested Submission Date [*] (Required when Delay Results Type is "Extension.™)
Definition: Estimate of the date on which the clinical study results information will be submitted, if
the Delay Results Type is "Extension".
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Explanation [*] (Required when Delay Results Type is "Extension.”)

Definition: Description of the reason(s) why clinical study results information cannot be provided
according to the deadline, with sufficient detail to justify good cause for the extension and to allow
for the evaluation of the request. Note that "pending publication" and delays in data analysis for
unspecified causes are not considered good cause for an extension.

Limit: 999 characters.

v A

.1 Document Upload Information =I<§

The full study protocol and statistical analysis plan must be uploaded as part of results information
submission, for studies with a Primary Completion Date on or after January 18, 2017. The protocol
and statistical analysis plan may be optionally uploaded before results information submission and

updated with new versions, as needed. Informed consent forms may optionally be uploaded at any
time.

Documents must be uploaded in Portable Document Format Archival (PDF/A) format. It is strongly
encouraged that the PDF/A file also be consistent with the PDF Universal Accessibility (PDF/UA)
format, to optimize accessibility.

For each uploaded document, provide the following information.

Document Type *
Definition: Type of uploaded study document. Select one.

e Study Protocol: The written description of the clinical study, including objective(s), design, and
methods. It may also include relevant scientific background and statistical considerations (if the
protocol document includes the statistical analysis plan, use "Study Protocol with SAP and/or
ICF" option). Note: All amendments approved by a human subjects protection review board (if
applicable), before the time of submission and that apply to all clinical trial Facility Locations
must be included.

e Statistical Analysis Plan (SAP): The written description of the statistical considerations for
analyzing the data collected in the study. Includes how data are analyzed, what specific
statistical methods are used for each analysis, and how adjustments are made for testing
multiple variables. If some analysis methods require critical assumptions, the written
description should allow data users to understand how those assumptions were verified.

e Informed Consent Form (ICF): The final version of the legal document approved by a human
subjects protection review board. It is written in lay language and describes, among other
things, the study’s purpose, procedures, risks and potential benefits.

¢ Study Protocol with SAP and/or ICF: The study protocol that also includes a statistical analysis
plan (SAP) and/or an informed consent form (ICF). Select one or both.
o Statistical Analysis Plan (SAP)

o Informed Consent Form (ICF)

Document Date *

Definition: The date on which the uploaded document was most recently updated and, if needed,
approved by a human subjects protection review board.
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Subtitle [*]

Definition: If there is more than one document for a study of the same Document Type, provide
additional descriptive information to differentiate between documents. For example, there may be
more than one document of the same Document Types if there are two populations studied in the
same study (such as, infants and mothers). Do NOT use Subtitles for uploading a new version of the
same document.

Document *

Definition: The study protocol, statistical analysis plan, and/or informed consent form document(s)
uploaded in Portable Document Format Archival (PDF/A) format. It is strongly encouraged that the
PDF/A file also be consistent with the PDF Universal Accessibility (PDF/UA) format, to optimize
accessibility. Each document must include a cover page with the Official Title of the study, NCT
number (if available), and date of the document.

Note: The study document may include redaction of names, addresses, and other personally
identifiable information, as well as any trade secret and/or confidential commercial information (as
those terms are defined in the Freedom of Information Act (5 U.5.C. 552) and the Trade Secrets Act
(18 U.S.C. 1905)) contained in the protocol or statistical analysis plan. Information that is otherwise
required to be submitted as part of clinical trial registration or results information may not be
redacted.

¥ History of Changes

January 18, 2017: Document updated with data element changes per the FDAAA 801 final rule (42
CFR Part 11).

April 18, 2017: Modified Outcome Measure Description definition to describe when the Description
is required.

June 29, 2017: Added Document Upload Information data elements as Appendix 1 (A.1.).
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f+# 3. ClinicalTrials.gov (23317 5 skt S 0 #5151

Show definition : : md
e National Library of Medicine
Find Studies » About Studies v Submit Studies v Resources v

ClinicalTrials.gov

Home >  Search Results >  Study Record Detall
Trial record 24 of 836 for: Completed, Terminated Studies | Studies With Results | breast cancer

< Previous Study | Returniolist | Next Study »

Abraxane, Avastin, and Gemcitabine as First-Line Therapy for Patients With Metastatic Breast Cancer

ClinicalTrials.gov |dentifier: NCT00503806

About Site v

~| Save this study

The safety and scientific validity of this study is the responsibility of the
Recruitment Status €@: Completed
Fir: ©: July 19, 2007

Results First Posted @: April 2, 2013
Last Update Posted @: May 12, 2017

study sponsor and investigators. Listing a study does not mean it has

been evaluated by the U.S. Federal Government. Read our disclaimer
for details.

Sponsor:
University of Miami

Information provided by (Responsible Party):
University of Miami

Study Details Tabular View Study Results Disclaimer How to Read a Study Record

Study Type: Interventional
Study Design:  Intervention Model: Single Group Assignment; Masking: None (Open Label); Primary Purpose: Treatment
Condition: Breast Cancer

Drug: Avastin
Interventions:  Drug: Gemcitabine
Drug: Abraxane

B Participant Flow

=| Hide Participant Flow

Recruitment Details
Key information relevant to the recruitment process for the overall study, such as dates of the recruitment period and locations

No text entered.

Pre-Assignment Details
Significant events and approaches for the overall study following participant enrollment, but prior to group assignment

No text entered.

Reporting Groups
Description

Abraxane, Avastin and Gemcitabine = Each treatment cycle is 28 days. Participants will be treated until disease progression:

» Gemcitabine: 1500 mg/m2 body surface area (BSA) intravenously (IV) over 30 minutes (+/- 5 minutes) on days 1 and 15 of

each cycle, followed by;
» Abraxane: 150 mg/m2 IV over 30 minutes (+/- 5 minutes) on days 1 and 15 of each cycle, followed by;

= Avastin: 10 mg/kg IV on days 1 and 15 of each cycle.

Participant Flow: Overall Study

Abraxane, Avastin and Gemncitabine

STARTED 30

COMPLETED 29

NOT COMPLETED 1
Withdrawal by Subject 1
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B Baseline Characteristics

=| Hide Baseline Characteristics

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or another method. Also
provides relevant details such as imputation technique, as appropriate.

No text entered.

Reporting Groups
Description
Abraxane, Avastin and Gemcitabine = Each treatment cycle is 28 days. Participants will be treated until disease progression:

+ Gemcitabine: 1500 mg/m2 body surface area (BSA) intravenously (IV) over 30 minutes (+/- 5 minutes) on days 1 and 15 of each
cycle, followed by;

« Abraxane: 150 mg/m2 IV over 30 minutes (+/- 5 minutes) on days 1 and 15 of each cycle, followed by;

« Avastin: 10 mg/kg IV on days 1 and 15 of each cycle.

Baseline Measures
Abraxane, Avastin and Gemcitabine

Overall Participants Analyzed

30
[Units: Participants]
Age
[Units: Participants]
Count of Participants
<=18 years 0 0.0%
Between 18 and 65 years 27 90.0%
»>=65 years 3 10.0%
Age
[Units: Years] 52.3 (9.2)
Mean {Standard Deviation)
Age
i 53.8
[Unl‘Fs. Years] (34 10 69)
Median (Full Range)
Sex: Female, Male
[Units: Participants]
Count of Participants
Female 29 S6.7%
Male 1 3.3%
Race (NIH/OMB)
[Units: Participants]
Count of Participants
American Indian or Alaska Native 0 0.0%
Asian 1 3.3%
Native Hawaiian or Other Pacific Islander 0 0.0%
Black or African American 8 26.7%
White 20 66.7%
More than one race o] 0.0%
Unknown or Not Reported 1 3.3%
Region of Enrollment
[Units: Participants]
United States 30
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B Outcome Measures

=| Hide All Outcome Measures

1. Primary: Median Progressicn-Free Survival [ Time Frame: Up to 24 months ]

Measure Type

Measure Title

Measure Description

Time Frame

Primary

Median Progression-Free Survival

Progression-free survival will be measured from the first dose date to the earliest date of documented evidence of progressive disease or the
date of death due to any causes, whichever occurs first.

Up to 24 menths

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or another method. Also
provides relevant details such as imputation technique, as appropriate.

No text entered.

Reporting Groups

Abraxane, Avastin and Gemcitabine

Measured Values

Description

Each treatment cycle is 28 days. Participants will be treated until disease progression:

+ Gemcitabine: 1500 mg/m2 body surface area (BSA) intravenously (IV) over 30 minutes (+/- 5 minutes) on days 1 and 15 of each
cycle, followed by;

+ Abraxane: 150 mg/m2 IV over 30 minutes (+/- 5 minutes) on days 1 and 15 of each cycle, followed by;
+ Avastin: 10 mg/kg IV on days 1 and 15 of each cycle.

Abraxane, Avastin and Gemcitabine

Participants Analyzed

[Units: Participants] 29
Median Progression-Free Survival T
[UI"IIT-S: Months] (5.6 10 15.2)
Median (25% Confidence Interval)

No statistical analysis provided for Median Progression-Free Survival

2. Secondary: Rates of Partial Response (PR}, Complete Response (CR) and Overall Response (ORR) in Study Participants [ Time Frame: After two cycles, about 60

days ]

Measure Type
Measure Title

Measure Description

Time Frame

Population Description

Secondary

Rates of Partial Respense (PR), Complete Response (CR) and Overall Response (ORR) in Study Participants

Rates of partial response (PR), complete response {CR) and overall response (PR+CR = ORR} in study participants according to Response
Evaluation Criteria In Solid Tumors (RECIST) version 1.0.

After two cycles, about 60 days

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or another method. Also
provides relevant details such as imputation technique, as appropriate.

Ewvaluable patients are study-eligible patients who receive an initial infusicn of combination chemotherapy censisting of Gemcitabine, NAB paclitaxel and Bevacizumab
and have had at least one CT scan for evaluation of disease status.

Reporting Groups

Abraxane, Avastin and Gemcitabine

Measured Values

Participants Analyzed
[Units: Participants]

Description

Each treatment cycle is 28 days. Participants will be treated until disease progression:

+ Gemcitabine: 1500 mg/m2 body surface area (BSA) intravenously (V) over 30 minutes (+/- 5 minutes) on days 1 and 15 of each
cycle, followed by;

» Abraxane: 150 mg/m2 IV over 30 minutes (+/- 5 minutes) on days 1 and 15 of each cycle, followed by;

+ Avastin: 10 mg/kg IV on days 1 and 15 of each cycle.

Abraxane, Avastin and Gemcitabine

29
Rates of Partial Response (PR), Complete Response (CR) and Overall Response (ORR) in Study Participants
[Units: Percentage of participants]
Overall Response Rate (ORR) 75.6
Complete Response (CR) 27.6
Partial Response (PR) 48.3

No statistical analysis provided for Rates of Partial Response (PR), Complete Response (CR) and Overall Response (ORR) in Study Participants
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3. Secondary: Rate of Toxicity in Study Participants [ Time Frame: Over the course of study treatment. ]

Measure Type
Measure Title

Measure Description

Time Frame

Population Description

Secondary
Rate of Toxicity in Study Participants

Determination of safety and side effect profile of the protocol therapy including the rate of toxicity in study participants. The descriptions and
grading scales found in the revised NCI Common Terminology Criteria for Adverse Events (CTCAE) version 3.0 will be utilized for adverse
event reporting.

Over the course of study treatment.

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or another method. Also
provides relevant details such as imputation technique, as appropriate.

No text entered.

Reporting Groups

Abraxane, Avastin and Gemcitabine

Measured Values

Participants Analyzed

Description

Each treatment cycle is 28 days. Participants will be treated until disease progression:

+ Gemcitabine: 1500 mg/m2 body surface area (BSA) intravenously (IV) over 30 minutes (+/- 5 minutes) on days 1 and 15 of each
cycle, followed by;

= Abraxane: 150 mg/m2 IV over 30 minutes (+/- 5 minutes) on days 1 and 15 of each cycle, followed by;

» Avastin: 10 mg/kg IV on days 1 and 15 of each cycle.

Abraxane, Avastin and Gemcitabine

[Units: Participants] 28

Rate of Toxicity in Study Participants

[Units: Percentage of participants]
Alopecia, Grade 1/2 65.5
Fatigue, Grade 1/2 37.9
Bone Pain, Grade 1/2 31
Nausea, Grade 1/2 31
Skin rash/lesions, Grade 1/2 27.6
Neutropenia, Grade 1/2 10.3
Grade 3/4 Toxicities 27.6

No statistical analysis provided for Rate of Toxicity in Study Participants

4, Secondary: Rel;

hip B Circulating Tumor Cells (CTC) and Disease P

gl ion as M i by Pi of CTC at Baseline and Over the Course of

Study Treatment [ Time Frame: Baseline, over the course of Treatment, about 1 year]

Measure Type

Measure Title

Measure Description

Time Frame

Population Description

Explanation of how the

Secondary

Relationship Between Circulating Tumor Cells (CTC) and Disease Progression as Measured by Presence of CTC at Baseline and QOver the
Course of Study Treatment

Exploration of the relationship between circulating tumor cells (CTC) and disease progressicn, by measuring CTC at baseline and over the
course of treatment.

Baseline, over the course of Treatment, about 1 year

number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or another method. Also

provides relevant details such as imputation technique, as appropriate.

Data were not collected for this outcome measure.

Reporting Groups

Abraxane, Avastin and Gemcitabine

Measured Values

Participants Analyzed
[Units: Participants]

Description

Each treatment cycle is 28 days. Participants will be treated until disease progression:

+ Gemcitabine: 1500 mg/m2 body surface area (BSA) intravenously (IV) over 30 minutes (+/- 5 minutes) on days 1 and 15 of each
cycle, followed by;

+ Abraxane: 150 mg/m2 IV over 30 minutes (+/- 5 minutes) on days 1 and 15 of each cycle, followed by;

» Avastin: 10 mg/kg IV on days 1 and 15 of each cycle.

Abraxane, Avastin and
Gemcitabine

Relationship Between Circulating Tumor Cells (CTC) and Disease Progression as Measured by Presence of CTC at Baseline and Over
the Course of Study Treatment

No statistical analysis provided for Relationship Between Circulating Tumor Cells (CTC) and Disease Progression as Measured by Presence of CTC at Baseline and Over
the Course of Study Treatment
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5. Secondary: Relationship Between SPARC Expression and Response to Protocol Therapy. [ Time Frame: Baseline, over the course of treatment, about 1 year ]

Measure Type Secondary
Measure Title Relaticnship Between SPARC Expression and Response to Protocol Therapy.
Measure Description  Relationship between SPARC expression and response to this chemotherapy combination and relation to progression free survival.

Time Frame Baseline, aver the course of treatment, about 1 year

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or another method. Also
provides relevant details such as imputation technique, as appropriate.

Data were not collected for this outcome measure.

Reporting Groups
Description
Abraxane, Avastin and Gemcitabine  Each treatment cycle is 28 days. Participants will be treated until disease progression:

= Gemcitabine: 1500 mg/m2 body surface area (BSA) intravenously (IV) over 30 minutes (+/- 5 minutes) on days 1 and 15 of each
cycle, followed by;

« Abraxane: 150 mg/m2 IV over 30 minutes (+/- 5 minutes) on days 1 and 15 of each cycle, followed by;
« Avastin: 10 mg/kg IV on days 1 and 15 of each cycle.

Avastin

Gemcitabine

Abraxane

Measured Values
Abraxane, Avastin and Gemcitabine

Participants Analyzed

0
[Units: Participants]

Relationship Between SPARC Expression and Response to Protocol Therapy.

No statistical analysis provided for Relationship Between SPARC Expression and Response to Protocol Therapy.

6. Post-Hoc: Rate of Overall Survival in Study Participants [ Time Frame: 18 months ]

Measure Type Post-Hoc
Measure Title Rate of Overall Survival in Study Participants

Measure Description  Rate of overall survival in study participants. Overall survival will be measured from the date of enrollment to the date of death from any
cause, or the date of last contact {censcred observations.)

Time Frame 18 months

Population Description

Explanation of how the number of participants for analysis was determined. Includes whether analysis was per protocol, intention to treat, or another method. Also
provides relevant details such as imputation technique, as appropriate.

No text entered.

Reporting Groups
Description
Abraxane, Avastin and Gemcitabine Each treatment cycle is 28 days. Participants will be treated until disease progression:

+ Gemcitabine: 1500 mg/m2 body surface area (BSA) intravenously (V) over 30 minutes {+/- 5 minutes) on days 1 and 15 of each
cycle, followed by;

» Abraxane: 150 mg/m2 IV over 30 minutes (+/- 5 minutes) on days 1 and 15 of each cycle, followed by;

« Avastin: 10 mg/kg IV on days 1 and 15 of each cycle.

Measured Values

Abraxane, Avastin and Gemcitabine

Participants Analyzed 29
[Units: Participants]
Rate of Overall Survival in Study Participants 8

[Units: Percentage of participants]

) (51.1 to 80.5)
Median (25% Confidence Interval)

No statistical analysis provided for Rate of Overall Survival in Study Participants

95



B~ Serious Adverse Events

=| Hide Serious Adverse Events

Time Frame No text entered.

Additional Description Mo text entered.

Reporting Groups
Description
Abraxane, Avastin and Gemcitabine = Each treatment cycle is 28 days. Participants will be treated until disease progression:

+ Gemcitabine: 1500 mg/m2 body surface area (BSA) intravenously (IV) over 30 minutes (+/- 5 minutes) on days 1 and 15 of each
cycle, followed by;

» Abraxane: 150 mg/m2 IV over 30 minutes (+/- 5 minutes) on days 1 and 15 of each cycle, followed by;

« Avastin: 10 mg/kg IV on days 1 and 15 of each cycle.

Serious Adverse Events @

Abraxane, Avastin and Gemcitabine

Total, Serious Adverse Events
# participants affected / at risk 8/29 (27.59%)
Blood and lymphatic system disorders

Leukopenia 18]

# participants affected / at risk 1/29 (3.45%)
Thrombocytopenia 1 [3]

# participants affected / at risk 1/29 (3.45%)

Infections and infestations

Abscess T 103

# participants affected [/ at risk 1/29 (3.45%)
Breast Abscess T !
# participants affected / at risk 1/29 (3.45%)

Fever/Sepsis T 113
# participants affected / at risk 1/29 (3.45%)
Neutropenic Fever T 114

# participants affected / at risk 1/29 (3.45%)

Nervous system disorders

Peripheral Neuropathy T 13

# participants affected [ at risk 1/29 (3.45%)
Seizure/Syncope T 1 B3]

# participants affected [/ at risk 1/29 (3.45%)

Renal and urinary disorders

Hematuria T 113

# participants affected / at risk 1/29 (3.45%)
utit1iE
# participants affected / at risk 1/29 (3.45%)

Respiratory, thoracic and mediastinal disorders

Shortness of breath T 1 3]
# participants affected / at risk 1/29 (3.45%)
Skin and subcutaneous tissue disorders
PortAcath infection T 113
# participants affected [/ at risk 2/29 (6.90%)
Surgical and medical procedures
Tamponade T !

# participants affected / at risk 1/29 (3.45%)

1t Events were collected by systematic assessment
1 Term from vocabulary, CTCAE (3.0)

[38] Grade 3

[4] Grade 4
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B Other Adverse Events
=| Hide Other Adverse Events

Time Frame No text entered.

Additional Description No text entered.

Frequency Threshold

Threshold above which other adverse events are reported 3%

Reporting Groups
Description
Abraxane, Avastin and Gemeitabine  Each treatment cycle is 28 days. Participants will be treated until disease progression:
+ Gemcitabine: 1500 mg/m2 body surface area (BSA) intravenously (IV) over 30 minutes (+/- 5 minutes) on days 1 and 15 of each cycle, followed by;
* Abraxane: 150 mg/m2 IV over 30 minutes (+/- 5 minutes) on days 1 and 15 of each cycle, followed by;

= Avastin: 10 mg/kg IV on days 1 and 15 of each cycle.

Other Adverse Events @
Abraxane, Avastin and Gemcitabine
Total, Other (not including serious) Adverse Events
# participants affected / at risk 29/29 (100.00%)
Blood and lymphatic system disorders

Neutropenia T !

# participants affected / at risk 3/29 (10.34%)
Leukopenia T !

# participants affected / at risk 1/29 (3.45%)
Thrombocytopenia !

# participants affected / at risk 1/29 (3.45%)
Anemia T

# participants affected / at risk 1/29 (3.45%)

Lymphedema 1!

# participants affected / at risk 2/29 (6.90%)

Cardiac disorders

Chest Pain T !

# participants affected / at risk 1/29 (3.45%)
Pericardial effusion T !

# participants affected / at risk 1/29 (3.45%)
Tachycardia T !

# participants affected / at risk 1/29 (3.45%)
Tricuspid Regurg T !

# participants affected / at risk 1/29 (3.45%)

Endocrine disorders

Heat intolerance T !

# participants affected / at risk 1/29 (3.45%)
Hot flashes * 1
# participants affected / at risk 1/29 (3.45%)

Eye disorders

Blurred Vision T

# participants affected / at risk 2/29 (6.90%)
Conjunctivitis T 1

# participants affected / at risk 1/29 (3.45%)
Scotoma t!

# participants affected / at risk 1/29 (3.45%)

Gastrointestinal disorders

Nausea T!

# participants affected / at risk 8/29 (27.59%)
Diarrhea T !

# participants affected / at risk 4/29 (13.79%)
Constipation *1

# participants affected / at risk 1/29 (3.45%)
Heartburn T !

# participants affected / at risk 1/29 (3.45%)
Reflux T!

# participants affected / at risk 1/29 (3.45%)
Regurgitation (valve) T !

# participants affected / at risk 1/29 (3.45%)
Vomiting * 1

# participants affected / at risk 1/29 (3.45%)
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General disorders
Fatigue T !
# participants affected / at risk
Headache T !
# participants affected / at risk
Insomnia *!
# participants affected / at risk
Cough t!
# participants affected / at risk
Weight Loss T
# participants affected / at risk
Pelvic pain 1!
# participants affected / at risk
Hepatobiliary disorders
Jaundice T !
# participants affected / at risk
Infections and infestations
Abscess T !
# participants affected / at risk
Flu-like symptoms T !
# participants affected / at risk
Oral infection T’
# participants affected / at risk
Rhinorrhea T 1
# participants affected / at risk
Mucositis T !
# participants affected / at risk
Painful edema *!
# participants affected / at risk
Pedal edema T !
# participants affected / at risk
Metabolism and nutrition disorders
Dysgeusia * 1
# participants affected / at risk
Loss of appetite T !
# participants affected / at risk

Musculoskeletal and connective tissue disorders
Bone Pain T !
# participants affected / at risk
Hand/Foot syndrome T !
# participants affected / at risk
Nervous system disorders
Peripheral Neuropathy 1!
# participants affected / at risk
Psychiatric disorders
Anxiety T
# participants affected / at risk
Depression T !
# participants affected / at risk
Renal and urinary disorders
Acute renal insufficiency T 1
# participants affected / at risk
Reproductive system and breast disorders
Amenorrhea T !
# participants affected / at risk
Respiratory, thoracic and mediastinal disorders
Shortness of breath T !
# participants affected / at risk
Pharyngitis T !
# participants affected / at risk
Upper respiratory infection T !
# participants affected / at risk

11/29 (37.93%)

7/29 (24.14%)

4/29 (13.79%)

2/29 (6.90%)

2/29 (6.90%)

1/29 (3.45%)

1/29 (3.45%)

1/29 (3.45%)

2/29 (6.90%)

2/29 (6.90%)

2/29 (6.90%)

1/29 (3.45%)

1/29 (3.45%)

1/29 (3.45%)

2/29 (6.90%)

2/29 (6.90%)

9/29 (31.03%)

7/29 (24.14%)

5/29 (17.24%)

3/29 (10.34%)

2/29 (6.90%)

1/29 (3.45%)

2/29 (6.90%)

1/29 (3.45%)

1/29 (3.45%)

1/29 (3.45%)
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Skin and subcutaneous tissue disorders

Alopecia 1

# participants affected / at risk 19/29 (65.52%)
Skin rash/lesion T 1

# participants affected / at risk 8/29 (27.59%)
PortAcath Disorder !

# participants affected / at risk 1/29 (3.45%)

Skin discoloration T !

# participants affected / at risk 2/29 (6.90%)

Vascular disorders

Epistaxis T 1

# participants affected / at risk 6/29 (20.69%)
Hypertension T 1

# participants affected / at risk 3/29 (10.34%)
Thrombus T

# participants affected / at risk 1/29 (3.45%)

T Events were collected by systematic assessment
1 Term from vocabulary, CTCAE {3.0)

B Limitations and Caveats
=| Hide Limitations and Caveats
Limitations of the study, such as early termination leading to small numbers of participants analyzed and technical problems with measurement leading to unreliable or
uninterpretable data

No text entered.

P More Information

=| Hide More Information

Certain Agreements:

All Principal Investigators ARE employed by the organization sponsoring the study.

Results Point of Contact:
Name/Title: Stefan Gluck MD
Organization: UM/Sylvester Comprehensive Cancer CEnter
phone: 305-243-4909
e-mail: sgluck@med.miami.edu

Publications of Results:

Lobo G, Lopes G, Baez O, Castrellon A, Ferrell A, Higgins C, Hurley E, Hurley J, Reis |, Richman S, Seo P, Silva O, Slingerland J, Tukia K, Welsh C, Gliick S. Final results of a phase |l study of
nab-paclitaxel, bevacizumab, and gemcitabine as first-line therapy for patients with HER2-negative metastatic breast cancer. Breast Cancer Res Treat. 2010 Sep;123(2):427-35. doi:
10.1007/510549-010-1002-0. Epub 2010 Jun 29.

Responsible Party: University of Miami
ClinicalTrials.gov Identifier: NCT00503906 History of Changes
Other Study ID Numbers: 20060913
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22 4. EU- CTR THES N TWSHIHH

Trial Information

Section EudraCT Ul (user | EudraCT Data Comments Mandatory EudraCT ul Text
interface) type/description fields (Tooltip)
name characters (length), M=mandatory
numeric, list of terms R=
(single or multiple conditionally
selection), Y/N required
selection O=optional
Trial R No tool tip
identification
Full title of trial 2000 characters This field is M Update the full title of the
prepopulated from trial, if necessary. The title
field A.3 of the CTA of the trial should be the
and can be same as the one specified
amended by the user in the trial protocol and /or
the clinical study report.
EudraCT number YYYY-XXXXXX-XX This field is R no tool tips
prepopulated from
section A.2 of the
CTAand it is
read-only
Sponsor protocol 35 characters This field is M Update the sponsor
code prepopulated from protocol code, if necessary.
field A.4.1 of the CTA The sponsor protocol code
and can be should be the same as the
amended by the user one specified in the trial
protocol and /or the clinical
study report.
Additional o
study
identifiers
ISRCTN number The value entered This field is O If the trial is registered on
should have the prepopulated from the Current Controlled
format: the A.5 subsection of Trials website, enter the
ISRCTNXXXXXXXX the CTA and can be International Standard
where x is a digit amended/added by Randomised Controlled
the user Trial Number (ISRCTN)
using the following format:
ISRCTNxxxxxxxx where 'x'
is a number (0-9
inclusive). Otherwise,
leave this blank.
ClinicalTrials.gov The value entered This field is (0] Provide the US National
identifier (NCT should have the prepopulated from Clinical Trial (NCT) unique
number) format: NCTXXXXXXXX the A.5 subsection of identifier in the format of
where x is a digit the CTA and can be "NCT" followed by an
amended/added by 8-digit number, e.g.:
the user NCTO00000419, if available.
Otherwise, leave this
blank.
WHO universal trial | The value entered This field is (o} Enter the WHO Universal
number (UTN) should have the prepopulated from Trial Reference number if
format: the A.5 subsection of the trial is registered on
UXXXX=XXXX=XXXX the CTA and can be the WHO Clincal Trials
where x is a digit amended/added by portal. Otherwise, leave
the user this blank. For more
information visit the WHO
ICTRP website.
Other trial o
identifiers
Other identifier 50 characters This field is O If other identifiers for this

name

prepopulated from
the A.5.4 of the CTA
and can be amended
[Comment GUE: UC
29 reads:
Read-write: Y]

trial are available, click in
the left-hand field and
enter the name of the
identifier, then enter the
identification code in the
right-hand field.
Otherwise, leave this
blank. To add addional
fields, click the + button.
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To delete any fields added
in error click the X button.

Other identifier
code

50 characters

This field is
prepopulated from
the A.5.4 of the CTA
and can be amended
[Comment [GUE: UC
29 reads:
Read-write: Y]

If other identifiers for this
trial are available, click in
the left-hand field and
enter the name of the
identifier, then enter the
identification code in the
right-hand field.
Otherwise, leave this
blank. To add addional
fields, click the + button.
To delete any fields added
in error click the X button.

Sponsor
details

All the fields for the
Sponsor details are
prepopulated from
section B.5

N/A

N/A

this field is
prepopulated from
B.5.1 and can be
amended

Name of
organisation

160 characters

Street address

100 characters

this field is
prepopulated from
B.5.3.1 and can be
amended

Town/city

100 characters

this field is
prepopulated from
B.5.3.2 and can be
amended

Postcode

20 characters

this field is
prepopulated from
B.5.3.3 and can be
amended

Country

picklist (prepopulated)

this field is
prepopulated from
B.5.3.4 and can be
amended

Another Sponsor

a new display of the
same information

Scientific
contact point

Name of
organisation

100 characters

This field is
prepopulated from
field B.5.2 of the CTA
and can be amended

Enter the name of the
organisation responsible
for addressing scientific
and/or technical questions.

Functional contact

100 characters

This field is

Enter the name of the

point name prepopulated from functional contact point for
field B.5.1 of the CTA scientific and/or technical
and can be amended questions (e.g. clinical trial
disclosure desk).
Telephone 8 characters (country This field is no tool tip
number/country code) & 8 characters prepopulated from
code Telephone number field B.5. of the CTA
and can be amended
Email address 100 characters This field is no tool tip

prepopulated from
field B.5.6 of the CTA
and can be
amended

Another Sponsor

a new display of the
same information

Public contact
point

Name of
organisation

100 characters

Enter the name of the
organisation responsible
for addressing general
questions from members
of the public.
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functional contact
point name

100 characters

Enter the name of the
functional contact point for
general questions from
members of the public
(e.g. clinical trial disclosure
desk).

telephone number 8 characters (country This field is No tool tip
country code code) & 8 characters prepopulated from
Telephone number field B.5.4 of the CTA
and can be amended
email address 100 characters This field is No tool tip
prepopulated from
field B.5.6 of the CTA
and can be amended
Another Sponsor a new display of the
same information
Paediatric No tool tip
regulatory
details

Is trial part of an
agreed paediatric
investigation plan
(PIP)? (Y/N)

radio button Y/N

This field is
prepopulated from
field A.7 of the CTA
and can be
amendedby the user

Select 'Yes' for a trial which
is part of an agreed
paediatric investigation
plan (PIP), otherwise select
'No'. An agreed paediatric
investigation plan is a
development plan agreed
with the European
Medicines Agency (EMA),
aimed at ensuring the
necessary data is obtained
to evaluate a medicine for
use in children. For more
information, visit the EMA's
paediatric medicine
webpages.

EMA paediatric
investigation
plan(s)

the actual PIP number
character is
EMEA-nnnnnn-PIPNN-y
y where nnnnnn is an
integer between 1 and
999999, leading zeros
allowed; nn is exactly
tow numerals each
between 0 and 9; yy is
exactly two numerals
each between 0 and 10

Enter the EMA paediatric
investigation plan
number(s) (PIP) using the
following format:
EMEA-XXXXXX-PIPXX-XX,
where x is a number (0-9
inclusive).

Does Article 45 of
REGULATION (EC)
No 1901/2006

apply to this trial?

radio button Y/N

this field is defaulted
to NO

Select 'Yes' for a trial which
is in the scope of Article 45
of said Regulation,
otherwise select ‘No'.
Article 45 of Regulation
(EC) 1901/2006
(Paediatric Regulation)
applies to paediatric
studies in respect of
products authorised in the
European Union, which
were completed by 26
January 2007.

Does Article 46 of
REGULATION (EC)
No 1901/2006

apply to this trial?

radio button Y/N

this field is defaulted
to NO

Select 'Yes' for a trial which
is in scope of Article 46 of
said Regulation, otherwise
select 'No'. Article 46 of
Regulation (EC)
1901/2006 (Paediatric
Regulation) applies to
marketing authorisation
holder sponsored
paediatric studies in
respect of products
authorised in the European
Union, which were
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completed after 26 January
2007.

Results
analysis stage

this section has been
incorporated into the
General information
about trial (simple
form)

No tool tip

Analysis stage

radio button Y/N

Validation rule (see
last column right)

If you are reporting on an
interim analysis, select
‘interim’. An interim
analysis is an analysis
intended to compare
treatment arms with
respect to efficacy or
safety at any time prior to
the formal completion of a
trial . Otherwise select
‘final’.

Date of
interim/final
analysis

drop-down calendar

Select the date for the
cut-off data point for the
reported analysis.

Is this the analysis
of the primary
completion data?

radio button Y/N

Select 'Yes' if you are
reporting data collected up
to the primary completion
date, otherwise select 'No'.
The primary completion
date is the date that the
final subject was examined
or received an intervention
for the purposes of final
collection of data for the
primary end point.

Primary
completion date

drop-down calendar

Enter the final date on
which data was collected.

Global end of trial
date reached?

radio button Y/N

The global end of trial date
is when the last subject in
the trial was examined, or
received an intervention
globally. Select 'Yes' if the
global end of the trial has
been reached, otherwise
select 'No'.

Global end of trial
date

drop-down calendar

Validation rule (see
last column right)

No tool tip

Was the trial ended
prematurely?

N/A

General
Information
about trial

Main objective of
the trial

1000 characters

This field is
prepopulated from
field E.2.1 of the CTA
and can be amended

Enter a description for the
main objective(s) of the
trial

Actual start date of
recruitment

Format dd-mmm-yyyy,
date field

For EEA CTA this field
is prepopulated from
E.8.10.1 OR E.10.2;
for 3rd countries file
this field is
prepopulated from
E.8.10.2

Select the date when the
recruitment of subjects
began. The recruitment
date is to be defined by the
sponsor and can
correspond to the date the
subjects were consented,
enrolled or screened in the
trial.

Long term follow
up planned?

radio button Y/N

the process of
long-term
monitoring the
progress of a patient
after a period of
active treatment.
This field is defaulted
to NO

Select 'Yes' if long-term
monitoring of patients is
planned, otherwise select
'No'.

long term follow up
rationale

pick-list:
Safety

If answer is YES one
or several items from

Select the main reason(s)
for long-term follow up.
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Efficacy

Ethical reason
Regulatory reason
Scientific research

the rationale
drop-down list
should be selected
(safety/efficacy/ethi
cal
reason/regulatory
reason/scientific

research)
long term follow up | select from a list of O
duration integers only. Range
1-100 and indicate the
duration months or
years
Independent data radio button Y/N Y/N M
monitoring
committee (IDMC)
involvement?
Protection of trial Free text (2000 M
subjects characters)
Background Free text (2000 (@)
therapy characters)
Evidence for Free text (2000 (@)
comparator(s) characters)
Population of Subject number M
trial subjects per country
country pick list (as per EU-TCT | The system will pull R Provide the actual number
list) in countries from the of subjects enrolled in each
CTAs and 3rd country. Enter "0" if no
Country files related subjects were enrolled.
to the trial and show
the planned number
of subjects as it
appears in the CTA
and which are
derived from fields
F4.1, F4.2.1 and
F4.2.2
actual number of integer and >=0 M The table of countries has
subjects enrolled been pre-populated
according to the protocol
data for this trial in
EudraCT. If a country is
missing from the table,
select it from the list and
add it to the table.
Total: EEA ONLY derived value M no tool tip
Total: whole derived value This field is R/O No tool tip
clinical trial prepopulated from
field F.4.2.2 of the
CTA
Age group Age range The system pulls the | M Provide the actual number
breakdown for planned number of of subjects enrolled in each
trial subjects per age age group. Enter "0" if no
categories as it subjects were enrolled.
appears in the CTA
and which are
derived from fields
F.1.1.1.1 up to field
F.1.3.1 respectively.
in utero integer and >=0 M No tooltip.
preterm newborn - | integer and >=0 M No tooltip.
gestational age
<37 wk
newborns (0-27 integer and >=0 M No tooltip.
days)
infants and integer and >=0 M No tooltip.
toddlers (28 days -
23 months)
children (2-11 integer and >=0 M No tooltip.
years)
Adolescents integer and >=0 M No tooltip.
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(12-17 years)

Adults (between integer and >=0 No tooltip.

18 and 64 years)

From 65 years this field is a title, no No tooltip.
entry available

from 65 to 84 integer and >=0 NEW CATEGORY not No tooltip.

years present in the CTA

85 years and over integer and >=0 NEW CATEGORY not No tooltip.

present in the CTA
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Subject Disposition

Section EudraCT Ul (user | EudraCT Data | Comments Mandatory fields EudraCT Ul Text (Help
interface) field | type/description M=mandatory tip)
name characters (length), R=conditionally
numeric, list of terms required
(single or multiple O=optional
selection), Y/N
selection
Recruitment Title Key information (e]
relevant to the
recruitment process
for the overall study,
such as dates of the
recruitment period
and types of location
to provide context
Recruitment 350 Characters screening details are | O Enter key information
details required if the results relevant to the recruitment
will not contain a process for the trial (e.qg.
pre-assignment dates of recruitment period
period. and territories).
Pre-assignme
nt
Screening details 350 Characters (@) Enter relevant information
related to screening (e.g.
screening criteria,
significant events and
approaches (e.g.
wash-out, run-in)). It may
also be relevant to provide
the number of subjects
screened for inclusion and
a breakdown of the reasons
for excluding subjects
during screening by
completing the
pre-assignment period
fields. This could help
clarify the appropriate
patient population for
eventual drug use.
Pre-assignme (0]
nt period
Number of
subjects at each
milestone
Started (number of | integer and >=0 M Enter the number of
subjects) subjects enrolled at the
beginning of the
pre-assignment period.
Intermediate 40 characters (@] Enter a title for any specific
milestone title event or time point that
defines an intermediate
milestone within the
pre-assignment period for
which the numbers of
subjects will be reported.
Number of integer and >=0 (0] Enter the number of
subjects subjects that reached the
specific event, or time
point.
Completed integer and >=0 M Enter the number of
(number of subjects at the end of the
subjects) pre-assignment period.
Subject
non-completion derived data
reasons (started-completed) R
Reason for picklist: (@] Select one or more reasons
non-completion Adverse event, not for non-completion.
fatal
Adverse event, serious
fatal
Consent withdrawal by
subject
Physician decision
Pregnancy
Protocol deviation
Other (please specify)
Number of integer and >=0 (@] No tooltip.
subjects
Periods M
Period details R
Period title 40 characters M Enter a title describing the
stage of the trial. If only
one period is defined, the
default title should be
"overall trial".
Is this the baseline | tick box R Check this box if this is the
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period

baseline period (i.e. the
period for which you wish
to report baseline
characteristics).
Otherwise, leave it
un-checked. One period
must be defined as the
baseline period. It is
expected that the baseline
period is the first period
after assignment. Select
the most appropriate
period as a baseline period,
from the ones created in
subject disposition.

Allocation method picklist: M Select the method of
randomised-controlled assigning subjects to
Non-randomised treatment group in this
controlled period.
Not applicable

Blinding used picklist: M Select the blinding method
double-blind used in this period.
single-blind
not-blinded

Roles blinded picklist: (@] Select the role(s) that were
subject, investigator, blinded in this period.
monitor, data analyst,
carer, assessor

Blinding 500 characters (0] If relevant, provide details

implementation about the specific

details procedures used to carry
out blinding (e.g. double
dummy techniques,
measures to prevent
unblinding by laboratory
measurements)

Milestones R

Milestone title N/A

Started this field is a title, no M No tooltip.

entry available

Enter intermediate | 40 characters (@] Enter a title for any specific

milestone title event or time point that
defines an intermediate
milestone for which the
numbers of subjects will be
reported.

Completed this field is a title, no M No tooltip.

entry available
Arms M
Arm information M

this is displayed Are the arms radio button Y/N this field is defaulted | R Only answer "No" if the

when more than | mutually to NO subjects are present in

one arm is exclusive? (Y/N) more than one arm in a

present period. If the arms are not
mutually exclusive, the
total number of subjects in
the period will not
automatically be
calculated.

Arm title 62 characters M Enter a title to identify the
arm.

Arm description 999 characters (0] Enter a brief description of
the arm to distinguish it
from other arms in the trial.

Arm type picklist: M No tooltip.

Experimental
active comparator
placebo
no intervention
other
if ‘other’ specify 50 characters R No tooltip.
Products M

IMP name 160 characters M Enter the name of an
investigational medicinal
product (IMP) administered
in this arm.

IMP code 50 characters O Enter the code for the
investgational medicinal
product (IMP).

Other names 160 characters (@) No tooltip.

Route of picklist: M No tooltip.

Administration as per EU-TCT list

Pharmaceutical picklist: M No tooltip.

forms as per EU-TCT list

Dosage and 1000 characters M Enter details of the

administration dosage and administration

details (e.g. frequency of dosing,
formulation details).
Milestones R
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Number of
subjects at each
milestone

Started

Started

Enter the number of
subjects enrolled in the
arm.

Intermediate
milestone(s)

40 characters

Enter the number of
subjects that reached the
specific event or time point.

Completed Completed Enter the number of
subjects who have
completed the arm.

Subject

non-completion

reasons

Subject picklist: Select one or more reasons

non-completion Adverse event, not for non-completion.

reason fatal

Adverse event, serious
fatal

Consent withdrawal by
subject

lack of efficacy

Lost to follow up
Physician decision
Pregnancy

Protocol deviation
Transferred to another
arm/group

Other (please specify)

Number of
subjects

integer and >=0

No tooltip.

Subject joining
reasons

Subject joining
reason

picklist:

late recruitment
transferred in from
another group/arm
other (please specify)

Complete these fields only
to report a number of
subjects who have joined
the arm although they
were not counted in the
started milestone (e.g.
transferred from another
group because of incorrect
treatment allocation).

Number of
subjects

integer and >=0

No tooltip.
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Baseline characteristics

Section EudraCT Ul (user | EudraCT Data Comments Mandatory fields EudraCT Ul Text (Help
interface) field | type/description tip)
name characters (length), M=mandatory
numeric, list of terms R=conditionally
(single or multiple required
selection), O=optional
Y/N selection
Baseline M
characteristics
- settings
Select baseline R
period
Change baseline | Select baseline Select the period derived from subject | O Select change baseline
period settings period disposition but the period to select a different
baseline period can period as baseline.
be amended
Change baseline | How are baseline radio button: (@) You can report per arm in
characteristics characteristics Per Arm in the baseline the baseline period or for
settings being reported? period OR For the the overall baseline period.
overall baseline period
Reporting M
groups
Reporting group Reporting group title M No tooltip
title
Number of derived from subject M No tooltip
subjects at the disposition
baseline
Reporting group derived from subject (@) No tooltip
description disposition or to be
completed in the text
field provided 999
characters
Subject (e]
analysis sets
Add subject (0] Add a subject analysis set if
analysis set you wish to additionally
report on groups different
from the reporting groups
defined above.
Subject analysis 62 characters The subject analysis | M Enter a title for a subject
set title sets are used in both analysis set.
the end points and
baseline
characteristics
sections. Is it
required to mention
it in both places.
Subject analysis picklist: M Select the subject analysis
set type intent to treat set type.
per protocol
full analysis
safety analysis
sub-group analysis
modified
intention-to-treat
Subject analysis 999 characters M No tooltip
set description
Number of positive integer M No tooltip
subjects in subject
analysis set
Age Complete either the M
characteristics age categorical, age
continuous or
complete both these
characteristics in
order to collect
values for the
reporting groups
and optionally the
subject analysis
sets.
Age categorical R
characteristic
Characteristic title prepopulated this field is a title, no | M No tooltip
entry available
Units prepopulated this field contains M No tooltip
the units, no entry
available
Description 600 characters (¢] Enter additional details
about the collection
method, or subject
population.
Age category title 50 characters can add as many R Enter a title for a distinct

age categories as d

category if you want to
report on a category other
than the default ones.
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Age categories Age categories Age categories (@] No tooltip
In Utero In Utero In Utero
Preterm newborn- Preterm newborn- Preterm newborn-
gestational age < gestational age < 37 gestational age < 37
37 wk wk wk
Newborns Newborns (0-27days) Newborns
(0-27days) Infants and toddlers (0-27days)
Infants and (28days — 23months) Infants and toddlers
toddlers (28days — | Children (2-11 years) (28days —
23months) Adolescents (12-17 23months)
Children (2-11 year) Children (2-11
years) From 18 - 64 years years)
Adolescents From 65 — 84 years Adolescents (12-17
(12-17 year) Over 85 years year)
From 18 - 64 years From 18 - 64 years
From 65 — 84 years From 65 — 84 years
Over 85 years Over 85 years
Value integer (>= 0) R No tooltip
Age continuous R
characteristic
Characteristic title prepopulated these categories can | M
be replaced and are
not mandatory
Description 600 characters [description not (@] Enter additional details
required] about the collection
method, or subject
population.
Units picklist: [description not M No tooltip
years/months/weeks/d | required]
ays/hours/minutes
Central tendency Picklist: arithmetic Central tendency M No tooltip
type mean, median, least type
squares mean,
geometric mean, log
mean
Central tendency Decimal Central tendency R No tooltip
type value type value
Dispersion type picklist: standard Dispersion type M No tooltip
deviation,
inter-quartile range
(Q1-Q3), full range
(min-max)
Dispersion type decimal (== 0) Dispersion type R No tooltip
value value
Gender M
characteristic
Characteristic title Gender categorical this field is a title, no | M No tooltip
entry available
Units Subjects this field contains M No tooltip
the units, no entry
available
Description 600 characters [description not (@] Enter additional details
required] about the collection
method, or subject
population.
Gender category 50 characters [description not M Enter a title for a distinct
title required] category if you want to
report on a category other
than the default ones.
Gender categories Customised picklist: the list can be M No tooltip
male/female amended and
customised as
required
Value integer and >=0 [description not M No tooltip
required]
Study specific (0]
characteristics
Study specific (0]
categorical
characteristic
Characteristic title 100 characters M Enter a title to describe a
characteristic measured at
the start of the trial (e.g.
ethnic group).
Units prepopulated with the this field contains M No tooltip
word 'Subjects’ the units, no entry
available
Description 600 characters [description not (@] Enter additional details
required] about the collection
method, or subject
population.
Category title 50 characters Category title R Enter a title for a distinct
category.
Value integer and >=0 [description not R No tooltip
required]
Study specific (0]
continuous
characteristic
Characteristic title 100 characters M Enter a title to describe a
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characteristic measured at
the start of the trial.

Description 600 characters [description not Enter additional details
required] about the collection
method, or subject
population.
Units 40 characters [description not
required]
Central tendency picklist: [description not No tooltip
type arithmetic mean required]
geometric mean
least squares mean
log mean
median
Central tendency decimal [description not No tooltip
value required]
Dispersion type picklist: standard Dispersion type No tooltip
deviation,
inter-quartile range
(Q1-Q4), full range
(min-max)
Dispersion type decimal (== 0) Dispersion type No tooltip

value

value
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Endpoints

Section

EudraCT Ul (user
interface) field
name

EudraCT
type/description
characters
numeric,

(single or

Data

(length),
list of terms
multiple
selection), Y/N selection

Comments

Mandatory fields
M=mandatory
R=conditionally
required
O=optional

EudraCT Ul Text (Tooltip)

Reporting
groups

Periods/Arms

derived from subject

disposition

o

Subject analysis
sets

(0]

Add subject
analysis set

Add a subject analysis set if
you wish to report on groups
different from the reporting
groups defined above.

Subject analysis
set title

62 characters

Enter a title for a subject
analysis set.

Subject analysis
set type

picklist:

intent to treat
per protocol
full analysis
safety analysis

sub-group analysis set

modified
intention-to-treat

Select the subject analysis
set type.

Subject analysis
set description

999 characters

Enter a clear description
which defines this set of
subjects.

Number of
subjects in subject
analysis set

integer (> 0)

No tooltip

End point
definition

Add end point

No tooltip

End point title

255 characters

<<

Enter an end point title. An
end point is used to assess
the effect of experimental
variables in a trial. For
example ‘change in measure
A between time point X and
time point Y', 'proportion of
patients with outcome B at
time point X', 'disease-free
survival at time point X',
‘pharmacokinetic parameter
C.

countable or
measurable?

radio button

The selection of either
countable or measurable
determines the type of input
for the end point data. Select
countable when the end
point represents data that
that contains distinct values.
In this case the end point
accepts positive integers
(i.e. whole numbers greater
than zero) usually for the
different categories
representing the distinct
values.

Select measurable when the
end point represents data
that can assume any value
within a range. In this case
the end point can report
decimal numbers for a
measure of central tendency
together with a dispersion or
precision value.

Note that the system does
not support the input of
countable data expressed as
a percentage. Instead select
countable and enter the
totals for each of the discrete
categories of the data
recorded for this end point.

Countable units

40 characters

Unit of measure

Select measurable when the
end point represents data
that can assume any value
within a range. In this case
the end point can report
decimal numbers for a
measure of central tendency
together with a dispersion or
precision value.

Measurable units

40 characters

Unit of measure

Note that the system does
not support the input of
countable data expressed as
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a percentage. Instead select
countable and enter the
totals for each of the discrete
categories of the data
recorded for this end point.

Measure type picklist: M Select the measure of
arithmetic mean central tendency type.
geometric mean
least squares mean
Log mean
Median
Number

Precision/Dispersio | For measurable variable The precision M Select the

n type only: type of precision/dispersion type.
when the meaure type is | confidence The precision/ dispersion
a number, the picklit interval requires indicates how stretched, or
includes not applicable, a percentage squeezed a distribution is.
confidence interval ; level, which is a
otherwise the picklist value between 0
includes standard and 100.
deviation, inter-quartile Dispersion type
range (Q1-Q3), full range | = full range or
(min-max), standrad interquartile
error, confidence interval | range
(This applies only when
the user choose
'measurable’ type =
number)

End point type picklist: M Select the end point type.
primary The primary end point
secondary should be the end point
post-hoc providing evidence directly
other pre-specified related to the primary

objective of the trial. In
general, there should be one
primary end point per trial.

Timeframe 255 characters M Enter the time point(s) or

periods of assessment for
the end point. This
information is to supplement
the end point title.

Description 999 characters (@] Enter details for the end

point if required.

Category title 50 characters - Option to (0] Enter as many distinct
add more than one category titles as required.
category in the Categories could be for
Categories box example 'size reduction of

lesion by > 5%, 'size
reduction of lesion by 2.5 to
5%, 'size reduction of lesion
by < 2.5%.

Reporting groups Specify the groups of M No tooltip
subjects applicable to
this end point

End point M
values

Number of integer and >=0 M No tooltip

subjects analysed

Measure type value | Number (integer if M No tooltip
countable otherwise
decimal depending on
kind of measure type
used)

Precision/disperion | Decimal M No tooltip

type value

Confidence interval | Decimal M No tooltip

min. value

Confidence interval | Decimal M No tooltip

max. value

Statistical o
analyses

Statistical M

analysis details

Statistical analysis | 50 characters M Enter a statistical analysis

title title.

Analysis 500 characters (@] Enter a description for the

description analysis. If necessary

provide additional details on
the analysis to include
information on the null
hypothesis, power
calculation, adjustments for
covariates, handling of
missing data or adjustments
for multiple comparisons. If
the number of subjects in
this analysis differs from the
number of subjects in the
selected comparison groups
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enter a reason.

Comparison

Specify the groups of

Select the arms or subject

groups subjects applicable to analysis sets involved in the
this analysis analysis. If you are reporting
a single arm study and there
is no comparison, select the
one arm.
Analysis radio buttons: No tooltip
specification pre-specified
post-hoc
Analysis type picklist: No tooltip
equivalence
non-inferiority
superiority
other

Analysis type

500 characters

Enter additional details

comment about the analysis, including
definition of non-inferiority
margin (if applicable), and
other key parameters.

Statistical
hypothesis
test
P-value picklist: The p-value is the probability
= of obtaining a test statistic at
> least as extreme as the one
< actually observed, assuming
< that the null hypothesis of
> the study is true. Enter the
p-value that corresponds to
the primary comparison of
the analysis. If you want to
report other p-values (e.g.
for multiple comparisons or
multiple time points) then
enter the additional p-values
in the ‘p-value comment’
field.
P-value comment 250 characters Enter additional p-values
(e.g. for multiple
comparisons or multiple time
points) in the 'p-value
comment’ field.
Method picklist: Select or specify the
ANCOVA procedure/test used for
ANOVA statistical analysis of end
Chi-squared point data.
Chi-squared corrected
Cochran-Mantel-Haensze
|
Fisher exact
Kruskal-wallis
Logrank
Mantel-Haenszel
Mcnemar
Mixed models analysis
Regresssion, cox
Regression, Linear
Regression, Logistic
Sign test
t-test, 1-sided
t-test, 2 sided
Wilcoxon
(Mann-Whitney)
Other (specify)

Other method 40 characters No tooltip

N/A N/A

Parameter
estimate
Parameter type picklist: Select the type of

Cox proportional hazard
Hazard ratio (HR)

Log hazard ratio

Mean difference (final
values)

Mean difference (net)
Median difference (final
values)

Median difference (net)
Odds ratio (OR)

Log odds ratio

Risk difference (RD)
Risk ratio (RR)

Log risk ratio

Slope

Other (please specify)

parameter estimate
provided by the statistical
analysis.

Parameter Hazard ratio log,
Odds ratio log and Risk
ration log has been changed
to Log hazard ratio, Log odds
ratio and Log risk ratio in
order to clarify potential
misinterpretation of the
values to be provided in this
specific part of the system.

Other parameter
type

40 characters

No tooltip

Point estimate

Decimal

Enter the parameter point
estimate.
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Confidence radio buttons: No tooltip
interval:sides 1-sided
2-sided

Confidence Decimal No tooltip

interval:level

lower limit Decimal For 1-sided enter either the
lower or the upper limit, for
2-sided enter both limits.

Upper limit Decimal For 1-sided enter either the

lower or the upper limit, for
2-sided enter both limits.

Variability estimate

radio buttons:
Standard deviation
Standard error of the
mean

No tooltip

Dispersion value Decimal No tooltip
N/A N/A

Charts
Add attachments 50 MB PDF, DOC,

DOCX, RTF, TXT,
PPT, PPTX, XLS,
XLSX, TIFF, TIF,
PNG, GIF, JPEG,
JPG, BMP
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Adverse Events

Section

EudraCT Ul
(user
interface) field
name

EudraCT Data
type/description

characters (length),
numeric, list of terms

(single or multiple

selection), Y/N selection

Comments

Mandatory fields

M=mandatory
R=conditionally
required
O=optional

EudraCT Text (Tooltip)

Adverse events
information

(0}

Timeframe for
adverse event
reporting

255 characters

Timeframe for
adverse event
reporting

M

Enter the time point(s) or
time period for adverse
events assessment.

Adverse events
reporting
additional
description

350 characters

Adverse events
reporting
additional
description

Enter information about the
adverse event collection and
provide details about the
method of assessment and
monitoring (e.g. daily
questionnaire).

Assessment type

picklist:
Systematic
Non-systematic

Method

Select the default adverse
events assessment type to
apply to adverse event terms
entered in the serious and
non-serious adverse event
tables, unless otherwise
specified. Systematic
Assessment: Any method to
routinely determine if certain
adverse events have
happened, for example
through a standard
questionnaire, regular
investigator assessment,
regular laboratory testing, or
other method.
Non-systematic Assessment:
Any non-systematic method
to determine if adverse
events have happened, such
as self-reporting by
participants or occasional
assessment/testing.

Frequency
threshold for
reporting
non-serious
adverse event

Decimal (no more than

5%)

Frequency
threshold for
reporting
non-serious
adverse event

Enter the frequency of
non-serious adverse events
that, when exceeded within
any arm or reporting group,
are reported in the results
database for all arms or
reporting groups. The number
must be less than or equal to
the allowed maximum (5%),
and must not include any
symbols (e.g., >=, %).

Dictionary name

picklist: snomed,
MedDRA, other

Select or specify the name of
the default dictionary name
(e.g., SNOMED CT, MedDRA
10.0) to apply to adverse
event terms entered in the
serious and non-serious
adverse event tables, unless
otherwise specified. If Other
is selected, the Other
dictionary field must be
completed.

Dictionary name
- if other

20 characters

No tooltip.

Dictionary
version

10 characters

No tooltip.

Adverse events
reporting
groups

Reporting group
title

62 characters

Enter a title for the reporting
group.

Reporting group
description

999 characters

Enter a description to define
this group of subjects.

Subjects exposed

integer and >=0

Enter the number of subjects
in this reporting group
exposed to the treatment. It
is assumed that all subjects
who received at least one
dose of the treatment are
included in the reporting
group.

subjects affected
by serious
adverse events

integer and >=0

Enter the number of subjects
in this reporting group for
whom at least one serious
adverse event was reported.

subjects affected
by non-serious

integer and >=0

Enter the number of subjects
in this reporting group for

116




adverse events

whom at least one
non-serious adverse event
was reported.

Total number of
deaths (all
causes)

integer and >=0

Enter the number of deaths
in this reporting group. This
includes deaths not related to
the trial.

Total number of
deaths resulting
from adverse
events

integer and >=0

Enter the number of deaths
from adverse events in this
reporting group regardless of
causality.

Serious
adverse events

Serious
adverse event
details

System organ
class

Picklist: MedDRA
high-level categories

Select a system organ class
(SOC). Adverse events that
affect multiple systems
should be classified as
‘general disorders'. SOCs are
high-level categories (derived
from the Medical Dictionary
for Regulatory Activities
(MedDRA)) used to group
adverse event terms by body
or organ system.

Event term

100 characters

Enter an event term, (e.g.
headache, diarrhoea). This
field is predictively populated
based on the letters entered.
Select the correct option from
the drop-down list, if possible.
Duplicate serious adverse
event terms are accepted only
if they belong to a different
system organ class.

Additional
description

350 characters

Assessment type

picklist - Systemic/Non
systemic

This field is populated based
on your selection for the
default assessment type in
the adverse events
information section. Change
the assessment type for this
adverse event if required.

Dictionary name

default dictionary (already
specified in the main page
of the Adverse Events)

Select or specify the name of
the dictionary name (e.g.,
SNOMED CT, MedDRA 10.0) to
apply to this adverse event. If
Other is selected, the Other
dictionary field must be
completed.

Other dictionary 20 characters No tooltip.
if required
Version 10 characters No tooltip.

Values for
Serious
adverse event
per reporting
group

Arm/Group title

62 characters

subjects
affected, number

integer and >=0

Enter the number of subjects
in this reporting group
affected by any occurrence of
this adverse event.

subjects
exposed, number

prepopulated/option to
edit

In most cases the number of
subjects exposed is the same
as the number of subjects in
this reporting group.
However, the number of
subjects can be amended if a
justification is provided.

occurences - all,

integer and >=0

Enter the number of

number occurences of this adverse
event in this reporting group.
occurences integer and >=0 Enter the number of

causally related
to treatment,

occurrences of this adverse
event in this reporting group

number thought to be causally related
to the treatment.

fatalities, integer and >=0 Enter the number of fatalities

number (deaths) related to this

adverse event recorded
during the assessment period
for this reporting group.

fatalities causally
related to
treatment,

integer and >=0

Enter the number of
fatalities (deaths) related
to the serious adverse
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number

event thought to be
causally related to the
treatment. Under the table
'Values for serious adverse
event per reporting group' the
number of 'Fatalities causally
related to treatment number*
should not be higher than the
number in the 'Fatalities
number’ field.

Non-serious
adverse events

Non-serious
adverse event
details

System organ
class

picklist: MedDRA high
level categories

Select a system organ class
(SOC). Adverse events that
affect multiple systems
should be classified as
‘general disorders'. SOCs are
high-level categories (derived
from the Medical Dictionary
for Regulatory Activities
(MedDRA)) used to group
adverse event terms by body
or organ system.

Event term

100 characters

Enter an event term, (e.g.
headache, diarrhoea). This
field is predictively populated
based on the letters entered.
Select the correct option from
the drop-down list, if possible.
Duplicate serious adverse
event terms are accepted only
if they belong to a different
system organ class.

Additional
description

350 characters

No tooltip.

Assessment type

picklist: systematic,
non-systematic

This field is populated based
on your selection for the
default assessment type in
the adverse events
information section. Change
the assessment type for this
adverse event if required.

Dictionary name

picklist
MedDRA
SNOMED CT
Other (specify)

Select or specify the name of
the dictionary name (e.g.,
SNOMED CT, MedDRA 10.0) to
apply to this adverse event. If
Other is selected, the Other
dictionary field must be
completed.

Other dictionary

20 characters

No tooltip.

Version

10 characters

No tooltip.

Values for
non-serious
adverse event
per reporting
group

Arm/Group title

prepopulated

D (70|

Arm/Group title

prepopulated

number of
subjects
affected by
non- Serious
adverse events

Enter the number of subjects
in this reporting group
affected by any occurrence of
this adverse event.

Arm/Group
description

999 characters

number of
subjects
exposed

In most cases the number of
subjects exposed is the same
as the number of subjects in
this reporting group.
However, the number of
subjects can be amended if a
justification is provided.

subjects
affected, number

integer and >=0

occurrences -
all

Enter the number of
occurences of this adverse
event in this reporting group.

subjects
exposed, number

prepopulated/option to
edit

N/A

occurences - all,
number

integer and >=0

N/A
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More Information

Section

EudraCT Ul
(user
interface) field
name

EudraCT Data
type/description

characters (length),

Comments

Mandatory fields

M=mandatory
R=conditionally

EudraCT Text (Tooltip)

numeric, list of terms required
(single or multiple O=optional
selection), Y/N selection
Substantial M
protocol
amendments
(globally)
Were there any radio button (Y/N) M Amendments are considered
global substantial when they are
substantial likely to have an impact on
amendments to the safety of the trial
the protocol? subjects, or to change the
interpretation of the scientific
documents in support of the
conduct of the trial. Select
‘Yes' if any substantial
amendments to the protocol
globally affected the trial,
otherwise select 'No'.
Add global add button M No tooltip.
substantial
protocol
amendment
Amendment <dd-mmm-yyyy> M Select the date when the
date (10/11 characters) substantial amendment was
first approved by a regulatory
authority.
Amendment 200 characters, if longer M Enter a description and a
description truncated description reason for the main changes
to the protocol.
Interruptions M
(globally)
Were there any radio button (Y/N) M Select 'Yes' if there were any
global interruptions that globally
interruptions to affected the trial, otherwise
the trial? select 'No'.
Add global add button M No tooltip.
interruption
Interruption <dd-mmm-yyyy> M Select the date when the
date (10/11 characters) interruption took effect.
Interruption 200 characters, if longer M Enter a description and
description truncated description reason for the interruption.
Restart date <dd-mmm-yyyy> (10 R Select the restart date if the
characters) trial was restarted after an
interruption.
Limitations and o
caveats
Limitations and | 250 characters O Describe any significant
caveats limitations of the trial (e.g.
applicable to this early termination leading to a
summary of the small number of subjects
results analysed; technical problems
with measurement leading to
unreliable, or uninterpretable
data).
Online references [e]
PubMed 8 numerical characters o Enter the unique number

identifier (PMID)

(PubMed identifier) of a
PubMed record related to this
trial and click on add this link.

N/A

N/A
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Trials with a EudraCT protocol (1) ‘ Paediatric studies in scope of Art45 of the Paediatric Regulation (0)

1 result(s) found for: 2010-019261-28. Displaying page 1 of 1.

EudraCT Number: 2010-013261-28 Sponsor Protocol Number: NN8555- g2t pate™: 2010-07-26
3796
Sponsor Name: Novo Nordisk A/S

Full Title: A randomised, single-dose, double-blind, placebo-controlled, parallel-group trial to assess clinical
efficacy of NNC 0142-0000-0002 in subjects with active rheumatoid arthritis

Medical condition: Rheumatoid arthritis

Disease: Version SOCTerm  Classification Code Term Level
12.1 10039073 Rheumatoid arthritis LLT
Population Age: Adults, Elderly Gender: Male, Female

Trial protocol: DE (Completed)

[ Trial results: View results

Subscribe to this Search

To subscribe to the RSS feed for this
search click here [, This will provide
an RSS feed for clinical trials matching
your search that have been added or

updated in the last 7 days.

Download Options:
Number of Trials to download:
Trials shown on current page &

Download Content:
Summary Details

a»

Download Format:
Plain Text

a»

Download

Note, where multi-state trials are shown in
search results, selecting "Full Trial details" will
download full information for each of the

member states/countries involved in the trial.
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Clinical Trial Results:

A randomised, single-dose, double-blind, placebo-controlled, parallel-group trial to assess clinical efficacy of

NNC 0142-0000-0002 in subjects with active rheumatoid arthritis

Summary

EudraCT number 2010-019261-28

Trial protocol )

Global completion date 17 Apr 2012

Paediatric regulatory details

Is the trial part of an agreed EMA paediatric No

investigation plan?

Is the trial in scope of article 45 of Regulation |No

(EC) No 1901/2006?

Is the trial in scope of article 46 of Regulation |No

(EC) No 1901/20067

Results information

Results version number v1{current)

This version publication date 29 Jan 2016

First version publication date 29 Jan 2016

Other versions

Summary report(s) ]
)

further information.

Mote: The legislation allows summary attachments to be posted instead of the full dataset for this trial. Refer to Commission Guideline 2012/C 302/03 for
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WHCO142-0002 Diates 16 Hovember 2012 | Nowo Mordisk
Trial IT:: KNEF53-3796 CONEIDENTIAL Version- 1.0
Cliniral Trial Report Status: Final
Feepart Synopsis Page: lofé

Clinical trial report synopsis

Trial registration II-number UTHN: UL111-1114-0184
NCTO1181050 EwdraCT nmmber: 2010-019261-28
TITLE OF TRIAL

A randomized, single-dose, double-blind, placebo-controlled, parallel-group trial to assess clinical efficacy of
NI 0142-(sp0-002° in subjects with active theumatoid arthritis

“will hereingfter be rgferred to as NINCOI42-0002

INVESTIGATOR

P —————

TEIAL SITES
The trial was conducted at 8 trial sites in 3 different countries (Gemmany, the Fussian Federation and Ukraine) as
follows: Germmany: 1 site, the Fussian Federation: § sites, and Ukraine: 1 site. All sites enrolled, randomised and dosed
atleast 1 subject
PUBLICATIONS
None
TEIAL PERIOD DEVELOFMENT FHASE
Initiation date: 16 Augnst 2010 Phase 23
Completion date: 17 April 2012
OBJECTIVES
Primary objective
» Toevaluate the change in disease activity following a single s.c dose of NNC0142-0002 compared to placebo in
subjects with active A on background MTX therapy, messured 12 weeks after administration
Secondary objectives
» T assess the following in subjects with active BA on background MTX meatment. up to 24 weaks after
administration of a single s.c. dose of NNC0142-0002 compared to placeba:
»  Signs of climical efficacy, as measured by change in disease activity over time, and clinical responses
determined at various time points op to Week 24
Signs of effects as assessed by imaging and varions FD biomarkers
Safery and tolerability, inchoding imrmmogenicity of NEIC0142-0002
Cruality of life
PE of WHC0142-0002 and occupancy of the WEG2D receptor by WINC0142-0002
METHODOLOGY
This was a randomised, single-dose, double-blind, placebo-controlled, parallel-group trial to assess the climical efficacy
of NIMCO142-0002 in subjects with active LA concomitantly treated with methotrexate (MT2D). The trial incheded two
parallel treatment arms, and subjects were randomised in & 2:1 rato with 41 subjects allocated to reament with
WNMC142-0002 and 22 subjects to placebo reament. Subjects received a single dose of 4 mgke WHNC0142-0002 or
placebo via subcutaneous injection into the abdominal wall. All subjects were closely monitored for 24 houars afier
dosing for clinical and laboratory safefy assessments, pharmacokinetics and receptor occupancy. Local tolerability was
assessed before the subject left the climic. The dosing wisit was followed by regular out-patient visits for 20 weeks (at
Weeks 1,2 4 6 8 12, 16 and 20), and a final visit at 24 weeks after dosing An interns] safety committee performed
ongoing safety sarveillance, and all safety laboratory data were reviewed at least every 3 months. The primary endpoint,
change in DAS2E (based on C-reactive protein; CFP) from baseline o Week 12, was evalnated in an interim analysis
conducted after Week 12-assescments had been performed for the last dosed subject
NUMEEE OF SUBJECTS PLANNED AND ANATYSED
The trial was planned for a total of 160 screened, 63 randomiszed and exposed, and 51 completing subjects. A total of
B4 subjects were screened for the trial and 63 subjects were randomised and exposed (41 subjects to HNC0142-002 and
212 subjects to placebo). All 63 subjects completed the mrial and were included in the full analysis zet and the safety
analysis set
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DIAGNOSIS AND MAIN CRITERLA FOR INCLUSION

Men and women (not pregnant and not nursing) between =18 and 735 years of age, with active LA mesting the
ACHI1987 diagnosis criteria and characterised by a DASIE-CRP 24.5 and at least five tender/swollen joints, inchuding
one swollen wrist or at least o swollen ipsilateral metacarpophalangesl joints (second to Gfth). Subjects should
receive treatment with MTX (7.5-25 mg'week) for at least 12 weeks during the trial, and should have been treated with
a stable MTX dose for at least 4 weeks prior to receiving trial product. They should not have failed sy biologic therapy
for A and no more than two non-biologic DMAFRDs (primary or secondary failure to therapy). Farther, they should
not have any other chromic inflammatory auteinmmune disease than BA (except secondary 5)ogren's syndrome or stable
and appropriately treated hypothyToidism).

Withdrawal criteria

The subject conld withdraw at will at any fime. The subject could be withdrawn from the tial at the discretion of the
imvestigator or the sponsor due to a safety concem or if judzed non-compliant with trial procedures. A sabject had to be
withdrawn if the following applied: i) Mon-compliance with protocol procedures, which in the clinical jod gement of the
imvestigator and'or after discussion with the sponsor may invalidate the trial; ii) Sponsor closure of the mial; i)
Withdrawal of informed consent; iv) Pregnancy or intention of becoming pregnant.

INVESTIGATIONAL MEDICINAL FRODUCT, DNOSE AND MODE OF ADMINISTRATION, BATCH
NUMBER

All doses of WIC0142-0002 were administered s.c. in the abdominal wall, at 4 mekz. MICO142-0002 was provided as
frepze-dried powder in 12 mL vials, which was reconstitubed with sterile water to & final concentration of 100 mz/ml.
per vizl. Batches of WIFC0142-0002 uzed in the trizl were VLDP0O31 and YLDPO17.

DURATION OF TREATMENT
Subjects received a single dose of trial product.

FEFERENCE THEERAFY, DOSE AND MODE OF ADMINISTRATION, BATCH NUMBER

All dozes of placebo were administered s.c. in the abdomina] wall. Placebo was provided as a liquid formulation in
12 mL vials. The batch of placebo used in the wial was VLDP033.

CEITERIA FOR EVALUATION — EFFICACY

Primary efficacy assessments

« tender joint count (238 joints assessed) (TTC2E)

» swollen joint connt (28 joints assessed) (STC2E)

» C-reactive protein (CEF) level

» subject’s global assessment of disease activity (VAS) (PrzA)

Secondary efficacy assesuments

swollen joint connt (STCHE)

tender joint count (TTC58)

subject’s assessment of pain (VAS)

subject’s global assessment of disease activity (VAS) (PHZA)

physician's global sssessment of disease activity (WAS) (PhGA)

subject’s self-assessed disability using a health-assessment questionnaire-disability index (HAQ-DI) questionnaires
CEP level

patient-reported outcomes: HACQ-DL, short form 36 (SF-36) health survey, FA quality of Tifie (FLAGQoL),
multidimensional sssessment of fatigoe (MAF)

» MFEI assessment of synovitis, oedemsa and erosion

+ ulrasonography

Secondary pharmacedynamic assessments

NEG2D receptor econpancy by NRNCOD142-0002

CEP level

Cell markers

Crytokines, chemokines and other proteins, including anti-cyclic citullinated peptide (a-CCF), rheumatoid factor
(BF), soluble MICA (sMICA) and Granzymes B

# Genomic biomarkers: mPMNA expression levels
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Secondary pharmacolinetic assessments
#» Senum concentrations of MINC0142-0002

CRITERIA FOR EVALUATION - SAFETY

Adverse events (AFs) mcluding local tolerability

Physical examination including vital signs

Climical laboratory safety (haematology, biochemisiry, urinalysis, coagulation, lipids and viral screening)
Electrocardiogram (ECE)

Antibodies against NMC0142-0002

STATISI'ICAI. METHODS

The sample size calculation was based on the primary endpoint. Tnder the assumption of a standard deviation of 1.3

and based on a two-sided t-fest, a siznificance level of 5%, a difference in DAS2E score of 1.2 and a 2:1 randomisation

ratio, completion of a total of 51 sobjects with a DAS2E =45 in the trial was expected to ensure §5% power to detect a

difference between treatment with NIC0142-0002 and placebo at Wesk 12, Accounting for drop outs, 63 subjects were

to be emrolled in the tral. The following analysis sets were defined-

#» The safety analysis set: All randomised patients exposed to at least one dose of the trial produoct

# The full analysis sat (FAS): All randomised subjects exposed to at least one dose of wial product and with at least
one post-treatment measurement

All tests were two-sided and a significance level of 5% was used. No adjustment for multiplicity was made, as all

secondary endpoints were regarded as supportive. The trextment effect was quantified in terms of the estimated

difference (MMC0H142-0002 — placebao) or, if the endpoint was log mansformed, the rado (FNC0142-0002 | placebo],

topether with the 95% confidence interval and p-value.

Primary endpoins — change in DAS2E-CRP fom baseline to Week 12

The primary model was a mixed-effect model repested measures (WWVEM). The efect at Week 12 (active — placeba)

was estimated from thiz model and presented together with the 95% confidence interval and the p-value for testing no

ireamment effect.

Supportive gfficacy endpoinis

Change in DAS2E-CRP from baseline to Weeks § and 24

ACFE20) response at Weeks §, 12 and 24

ACFES0 and ACE70 responses at Waek 12

EULAF. responses at Weeks §, 12 and 24

Change in patient-reported outcome from baseline to Week 12, using Health Assessment Coestonnaine — Disability

Index (HAQ-DI), Short Form 36 (SF-34), Bhenmatoid Arthritis Quality of Life (FLACQoL) questionnaire and

Minltidimensional assessment of fatigue (MAF) scale

The analyses of chanpe in DAS2E from baseline to Weeks § and 24 was based on the MMPM model used for the

primary analysis of the primary endpoint, and the ANOVA model usimg DOCF imputation.

ACFI0S0,T0 responders at Week 12 were compared between the two reatment sroups using the Fisher's exact test.

The odds raties for achieving ACEX 50070 for active versus placebo (active/placeto) were estimated by fitting a

logistic regression model. The same analysis was also implemented to ACE20 at Week § and Week 24, respectively.

The EULAF. response at each tmepoint (Weeks 4, 12 and 24) was compared between the two groups by fitting a

proportionsl edds model. A supplementary analysis not specified in the trial protocol was implemented for comparing

the two treatment amms using 8 Cochran-Mantel-Haenszel test. The change from baseline to Week 12 in patient-reported

outcome nsing HACQ-DI and 5F-36 questionnaires was each compared by fitting an AWNOWVA. The same analysis was

conducted for the FAQoL questionnaite and MAF scale (not specified in the protocol).

Supportive gfficacy endpoints nof specified in the protocel

# Bemission scores according to various criteria: DAS2S-CRP =2.6 and =20, SDAT =3.3, CDAT =2 & and DA as cong 1
(the latter being 3 Boolean-based definition stating that at any tme point, 8 subject had to satsfy all of the following
criteria to be in remission: TTC2E <1, SFC2E <1, CRP <] [me/dl] and PtEA <1[cm])

The mumber and percentage of subjects reaching remission scores were summarised by restment groups.

Supportive gfficacy endpoinis associcted with mmaging

« Change in the synovitis BAMBIS from baseline to Week 12

# Change in the cedema BAMRIS from baseline to Week 12 (endpoint not specified in the trial protocol)
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#» Change in the etosion RAMBIS from baseline to Week 12 (endpoint not specified in the trial protocol)

#» Change in nlirasound assessment of joint inflammation from baseline to Week 12

Change i the FAMRIS score from baseline to Week 12 was analysed using an ANOWVA model. No statstical analysis

was performed for the ulirasound assessment, as this was done only for subjects at the trial site in Germany.

FD endpoinis

» Level of WNCD142-0002 ccoupancy of NEG2D receptor on circnlating lenkocyte subsets, up to Week 24

» Biomarkers: CRF; ESE; cell markers; cytokines and chemokines; genomic biomarkers (polymorphic DMNA
sequences [optional] and zene expression); and levels of anti-CCP, BF, sMICA and MMP-3.

PD effect was evaluated bry Siting an AMOWA to the maximum concentration (Eur.), and the minimom concentration

(E,..) of the respective parameter.

Changes in NEGID receptor occupancy, CRP, ESE cell markers, cytokines, anti-CCP, BF, sMICA and MMP-3 after

12 weeks were each analysed nsing an ANOWVA, where setum concentrations of CRP, anti-CCP, BF, sMICA and

MMP-3 were loganithmic-rancformed before analysis (analysis not specified in the trial protocol).

Safety endpoints

= AFE:s including local tolerability

#» Phyzical examination, incl. vital signs; ECG

» Climical laboratory safety (haematology, biochemisiry, urinalysis, lipids and viral scresming)

= Antibodies against NNCD142-0002

All safety endpoints were summarised descriptively based on all collected data. The PD effect based on the safety

parameters was investigated nsing the same statistical methods 35 described for the PD effect based on the efficacy

parameters (analysis not specified in the trial protocol).

PK emdpoints

* AUC, Cpop e amd t,

» ATFCIATC 0wz (endpoint not specified in the trial protocol)

All PE endpoints were summarised descriptively.

DEMOGRAPHY OF TRIAL POPULATION

All subjects were White with 2 mean age of 52 vears and a mean BMI of 275 kg'm®. The majority of subjects (63_5%)
were enrolled from the Fussian Federation, followed by Ukraine (19.0%) and Germany (17.5%&). More females than
males (#)% versus 10%) were inclnded Subjects had been diagnosed with F.A for 8 mean of 7.1 years, had a mean
DASZE of 5.4, and approximately 80% of the subjects were seropositive (positive for BF or antibodies apainst CCF).
Subjects had been treated with stable doses of MTX for 2 mean of 3.3 years (range: 0.3 to 13 4 years), and the time
from BA diagnosis to mitiation of MTX therapy was 3.8 years (range: 0 to 24 years). The two dose groups were
comparable with respect to demography, disease profile and MTX reatment.

EFFICACY RESULTS

# A single subcutanecus administration of 4 mekg NNCD142-0002 did not result in a statistically sipnificant reduction
in disezxse activiry in terms of DAS2E-CERP at 12 weeks after reatment, when compared to placebo. Neither was any
reducton observed at § or 24 wesks after treatment.
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» Mo statistically significant difference in ACFE2 V3070 or EULAR responses was observed during the mial, when
compared to placebo.

» Mo statistically significant difference in change in patient-reported outcomes (HAQ-DI, 5F-36 and MAF) was
obvserved during the mial when compared to placebo, with the exception of significant improvements in the FLA
quality of life (FLACoL) for the placebo group at 12 and 20 weeks after reatment.

+ Numbers of subjects achieving remission according to the different remission criteria were comparable between the
W reaiment groups. 3 {7%) actively weated subjects and 1 (5%) placebo-reated subject achieved remission
according to the DASIE < 1.6 remission criterion. Single or no subjects achieved remission according to the other
remission ¢riteria applied (DAS28 <2.0, SDAT <3 3, CDAT =2 8 and DA auegp = 17)- The singla remissions o curred
in the group with actively treated subjects.

» Mo statistically significant difference in change in MBI (FLAMEBIS) scores on synovitis, eedema or erosion were
olvserved during the mial, when compared to placeba.

» Full (ie., above 95%) mean NEG2D receptor oconpancy by WMHNCD142-0002 was observed at Week 1 and
maintzined throughout the 12 weeks after dosing. A mean NEG2D receptor oooupancy of above 90% was
maintained in blood for 13.2 weeks (5D 3 3 weeks). For 85% of the subjects, the ocooupancy had declined below
20%4a by Week 24. For 15% of the subjects, occupancies were =20% at Week 24,

» Mo statistcally significant difference in changes in biomarker parameters (ant-CCP, sMICA, MMP-3, CRP or ESE)
was observed at Week 12 or in the follow-up period when compared to placeba, with the exception of a redoction in
BF at Week 12 {ratioc 1.2; 05% CI: 1.02, 1.42; p=0.032) in placebo-reated subjects.

» Statistically significant reductions in the mean E...., of NEG?D receptor-expressing fraction (%) of CDE™ T cells and
NE cells, respectively, were observed when compared to placebo (overall cell munbers remaimed within normal
range). In addition, a statistically significant reduction in the E . of the absolote (MEF) mean NEG2D receptor
expression was evident for the pooled CDE™ T cell and MK cell fraction when compared to placebo. At Week 24, the
proportion of WEGID receptor-expressing NE cells approached normalisation.

+ Mo statistically siznificant reduction of the mean fraction (%) NEG2D'CD28 T cells of CD4™ T cells was ohserved
when compared to placebo. However, NEGIDCD2ECDH™ T cells levels were relatively low thronghout the trial.

» Mo statistically significant differences in surface expression of CDE9, CCR3CCERS, CDE45BANCET or VLA-4 at
Eoin, 07 B were observed when compared to placebo. However, most cell markers were measured only in subjects
enrolled at the German trial site because of lacking cell-marker stability during shipment.

» Mo effect of treatment with WHCD142-0002 on peripheral blood gene-expression profiles was observed. Mo
Eenotyping was performed.

#» The mean observed maximum semm concentration (C_) was 27.8 pg'mL (95% CL 25.0, 30.9), and the median
time to marimum gbserved semum concentration (tw.) was approximately 7 days (95% CI: 6.9, 7.00. An average of
4% of WINC0142-0002 was eliminated at 12 weeks after trestment.

SAFETY RESULTS

» A single suboutanecus administration of FMCH142-0002 at 4 mekg was well tolerated i subjects with active BA
concomitantly weated with MT

» A motal of 533 AEs were reported for 33 (52%) subjects during the trial. Comparable proportions of sobjects with AEs
were observed for the toro meatment groups, with 31 AEs reported for 22 (54%) actvely reated subjects, and 22 AEs
reported for 11 (30%%) placebo-treated subjects. The mean time of trial participation was comparable between
actively treated subjects (24.1 weeks; range: 23.1 to 25.3 weeks) and placebo-treated subjects (24.1 weeks; rangs:
23.3 to 24.3 weeks).

» Comparable proportions of subjects experiencing possibly/probably related AEs were observed for the two trestment
eroups, with 3 AEs reported for 3 (T%) actively oeated subjects (single events of moderate rheumatoid arthritis,
moderate stomatitis and moderate headache), and 2 AFs reported for 2 (9% placebo-meated subjects (single events
of moderate herpes zoster and mild viral respiratory tract infection). Mone of these possibly/probably AEs were
evalnated as severe; 1 (theumateid arthritis) was classified as serious.

» AFs were mainly mild (49% of events) or moderate (42% of events) in severity. A total of 5 (%% of events) events
were evaluaied as severe: single events of musculoskeletal [shoulder] pain and [aggravated] FA in 2 (5%) actively
treated subjects, and single events of [agzravated] rhewmatoid arthritis, portal hypertension and hepatic fibrosis in

2 [(9%4) placebo-reated subjects. All severe AEs were resolved at end of trial, with the exception of the portal
hypertension and hepatic fibrosis ). Mione of the severe events were

126



NHNCO142-0002 Diate 16 Nowember 2012 | Nowvo Mordisk

Trial ITx: NMNBS35-3796 CONEIDENTIAL Verzion: 1.0
Clinical Trial Report Seabus: Final
Feport Synopsis Pagze: Gofb

evalnated as possibly or probably related to mal product; 2 severe events (portal hypertension and mmsculoskeletal
pain) were classified as 5.AEs.

» A fotal of 5 SAEs were reported for 4 (6%) subjects: single events of moderate erosive gastritis, moderate chromic
pancreatits, severse musconloskeletal pain snd moderate thewmatoid arthritis, in a total of 3 (7%) actively weated
subjects; and severe portal hypertension i 1 (5%) placebo-treated sobject. All SAEs were evaluated as unlikely
related to the trial product, with the exception of the rtheumnatoid arthritis event, which was evaluated possibly related
to the trial product.

# There were no deaths, AFs leading to withdrawal of & subject or medical events of special interest (such as
medication ermors or suspected transmission of an infections agent via a trnial product) reported during the trial

#» A ol of 2 injection-site reactions were reported for 2 (3%:) subjects, both administered placebo: 1 event of redness
and 1 event of haematoma.

» Stanstically sipnificant decreases in mean E.., of B cells and sodinm were observed in actively meated subjects when
compared to placebo, but were not considered clinically relevant. Infrequent and transient levels outside the normal
rangze were observed for various cell subtypes, at there were no consistent trends indicative of relationship to
treatment with MICQ142-0002.

#» TUrinalysis parameters, viral screen, physical exam and ECG results were without remarks throughout the mial Mo
statistically significant difference in coagnlation lipid or cytokines, body weight, body temperatore, pulse, diastolic
or systolic blood pressure was observed for the actively treated group when compared to placeba.

» Treament-induced anti-drug sntibodies of low titre (titre: 1) were observed in samples collected fom 3 (7%) of the
subjects: at Wesek 12 for 1 subject, Week 16 for 1 subject and Weeks 20 and 24 for 1 subject. The anti-drg
antibpdies were not nentralising; i.e. did not interfere with MNC0142-0002 binding to the WE/G2D receptor fm witho.

CONCLUSIONS

#» A single subcutaneous admimistration of 4 me/kg NMNC0142-02 did not resalt in a statistically significant reduction
in disease activity in terms of DASZE-CEP at 12 weeks after reatment, when compared to placebo. Neither was amy
reduction observed at § or 24 weeks after treatment. No statistically significant difference in ACE20/50T0 or
EULAF: responses was observed for subjects reated with NNC0142-0002 when compared to placebo.

# Elimination of MNC0142-0002 in serum was almost complete after 12 weeks. Full {i.e., shove 95%) mean NEGID
recepior cocupancy by NICD] 42-0002 was maintained throughout the 12 weeks afier dosing.

+ Treatment with NNC0142-0002 reduced the NEG2D receptor-expressing fraction of CDE™ T cells and NE cells,
respectively. Thers were no significant differences in changes of the biomarkers investigated, and no effect of
reatment with NMNC0142-0002 on peripheral blood pene-expression profiles or MBI scores on synovitis, cedema o1
erosion.

#» Mo statistically significant improvement in patient-reported outcomes for actively treated subjects was observed for
subjects weated with MIC0142-0002 when compared to placebo.

#» No safety concerns were raised during the trial, and NNCD142-0002 was well tolerated within the context of the mial
Treament-induced non-neuralising anti-dmg antbodies of low tires were observed im 3 (T%a) subjects.

The trial was condneted in accordance with the Declaration of Helsinki (2008) and ICH Good Clinical Practice
(1886). The resulis presenied reflect dhe dara available in the clinical database as of 12-Tune-2012.
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Trial information
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Trial identification

Sponsor protocol code

P11-1

Additional study identifiers

ISRCTM number

US NCT number

WHO universal trial number (UTN)

Sponsors

Sponsor arganisation name

Dendreon Pharmaceuticals, Inc

Sponsor organisation address

1301 2nd Avenue, Seattle, United States,

Public contact

Jennifer Lill, Dendreon Pharmaceuticals, Inc, +1 206-455-2174, jlill@dendreon.com

Scientific contact

Jennifer Lill, Dendreon Pharmaceuticals, Inc, +1 206-455-2174, jlill@dendreon.com

Paediatric regulatory details

Is trial part of an agreed paediatric Mo
investigation plan (PIP)

Does article 45 of REGULATION (EC) No Mo
1901/2006 apply to this trial?

Does article 46 of REGULATION (EC) No Mo
1901/2006 apply to this trial?

Results analysis stage

Analysis stage Final

Date of interim/final analysis 10 Jun 2014
Is this the analysis of the primary completion |Yes

data?

Primary completion date 10 Jun 2014
Global end of trial reached? Yes

Global end of trial date 10 Jun 2014
Was the trial ended prematurely? Mo

General information about the trial

Main objective of the trial

To demonstrate that sipuleucel-T can be successfully manufactured for subjects with mCRPC at a European
manufacturing facility.

Protection of trial subjects

Utilization of an Independent Data Monitoring Committee that met at 3 month intervals and established
procedures regarding chain of identity to ensure autologous product is delivered correctly.

Background therapy

Evidence for comparator

Actual start date of recruitment 13 Jun 2012
Long term follow-up planned Mo
Independent data monitoring committee Yes

(IDMC) involvement?

Population of trial subjects

Mumber of subjects enrolled per country

Country: Number of subjects enrolled

Metherlands: 15

Country: Number of subjects enrolled

United Kingdom: 7

Country: Mumber of subjects enrolled Austria: 17
Country: Mumber of subjects enrolled France: 8
Worldwide total number of subjects a7

EEA total number of subjects a7
MNumber of subjects enrolled per age group

In utero 0
Preterm newborn - gestational age < 37 wk 0
MNewborns (0-27 days) 0

Infants and toddlers (28 days-23 months) 0
Children (2-11 years) 0
Adolescents (12-17 years) 0

Adults (18-64 years) 12

From &5 to 84 years 34

85 years and over 1
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Subject disposition
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Recruitment

Recruitment details

Pre-assignment

Screening details

Administration of informed consent, evaluation of inclusion criteria, clinical evaluations and assorted
laboratory tests.

Period 1

Period 1 title Owerall Trial (overall period)
Is this the baseline period? Yes

Allocation method Not applicable

Blinding used Not blinded

Arms

Arm title sipuleucel-T

Arm description

Each dose of sipuleucel-T contains a minimum of 50 million autologous CD54+ cells activated with PAP-GM-
CSF. The recommended course of therapy for sipuleucel-T is 3 complete doses, given at approximately 2-
week intervals. sipuleucel-T: Each dose of sipuleucel-T contains a minimum of 50 million autologous CD54+
cells activated with PAP-GM-CSF. The recommended course of therapy for sipuleucel-T is 3 complete doses,
given at approximately 2-week intervals.

Arm type

Experimental

Investigational medicinal product name

Sipuleucel-T

Investigational medicinal product code

Other name

Pharmaceutical forms

Dispersion for infusion

Routes of administration

Intravenous use

Dosage and administration details

3 250 mL doses infused approximately 2 weeks apart.

Number of subjects in period 1 sipuleucel-T

Started 47

Completed 43

Mot completed 4
Started a medication restricted per the 4

protocol
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Baseline characteristics reporting groups

Reporting group title

Overall Trial

Reporting group description

Reporting group values

Overall Trial

Total

Number of subjects

47

47

Age categorical

Units: Subjects

In utero

Preterm newborn infants (gestational age <
37 wks)

Newborns (0-27 days)

Infants and toddlers (28 days-23 months)

Children (2-11 years)

Adolescents (12-17 years)

Adults (18-64 years)

From 65-84 years

B85 years and over

Age continuous

Units: years

arithmetic mean (standard deviation)

67.2+7.8

Gender categorical

Units: Subjects

Female

Male

47

47

Subject analysis sets

Subject analysis set title

Full analysis

Subject analysis set type

Full analysis

Subject analysis set description

All subjects registered were included in the analysis.

Subject analysis sets values Full analysis
Number of subjects 47
Age categorical
Units: Subjects
In utero 0
Preterm newborn infants (gestational age < 0
37 wks)
Newborns (0-27 days) 0
Infants and toddlers (28 days-23 months) 0
Children (2-11 years) a
Adolescents (12-17 years) 0
Adults (18-64 years) 12
From 65-84 years 34
B85 years and over 1
Age continuous
Units: years
arithmetic mean (standard deviation) 67.2+ 7.8
Gender categorical
Units: Subjects
Female 0
Male 47
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End points reporting groups

Reporting group title

sipuleucel-T

Reporting group description

Each dose of sipuleucel-T contains a minimum of 50 million autologous CD54+ cells activated with PAP-GM-
CSF. The recommended course of therapy for sipuleucel-T is 3 complete doses, given at approximately 2-
week intervals. sipuleucel-T: Each dose of sipuleucel-T contains a minimum of 50 million autologous CD54+
cells activated with PAP-GM-C5F. The recommended course of therapy for sipuleucel-T is 3 complete doses,
given at approximately 2-week intervals.

Subject analysis set title

Full analysis

Subject analysis set type

Full analysis

Subject analysis set description

All subjects registered were included in the analysis.

Primary: Cumulative CD54 Upregulation

& Top of page

End point title

Cumulative CD54 Upregulation [1]

End point description

End point type

Primary

End point timeframe

Over 3 infusions of Sipuleucel-T

Notes

[1] = No statistical analyses have been specified for this primary end point. It is expected there is at least one statistical analysis for each primary end point.
Justification: Cumulative CD54 Upregulation parameters will be summarized descriptively {(mean, median, standard deviation, minimum, and maximum) by
infusion (1, 2, and 3) and cumulative (summed across infusions). Descriptive statistics are sufficient for this single-arm study.

End point values Full analysis
Number of subjects analysed 47
Units: Ratio

arithmetic mean (standard error) 34.1 + 1.24

Mo statistical analyses for this end point

Primary: CD54+ cell count

& Top of page

End point title

CD54+ cell count (2]

End point description

End point type

Primary

End point timeframe

Cumulative through infusion 3

Notes

[2] - No statistical analyses have been specified for this primary end point. It is expected there is at least one statistical analysis for each primary end point.
Justification: CD54+ cell count parameters will be summarized descriptively (mean, median, standard deviation, minimum, and maximum) by infusion (1, 2,
and 3) and cumulative (summed across infusions) Descriptive statistics are sufficient for this single-arm study.

End point values Full analysis
Number of subjects analysed
Units: 10~9

arithmetic mean (standard error) 1.58 + 0.1

Mo statistical analyses for this end point
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Primary: Total nucleated cell count
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End point title

Total nucleated cell count [3]

End point description

End point type

Primary

End point timeframe

Cumulative through infusion 3

Motes

[3] - Mo statistical analyses have been specified for this primary end point. It is expected there is at least one statistical analysis for each primary end point.
Justification: Total nucleated cell count parameters will be summarized descriptively {mean, median, standard deviation, minimum, and maximum) by
infusion (1, 2, and 3) and cumulative (summed across infusions) Descriptive statistics are sufficient for this single-arm study.

End point values Full analysis
Number of subjects analysed
Units: 1079

arithmetic mean (standard error) 12.54 £ 0.74

Mo statistical analyses for this end point

Primary: Product viability {percentage)

& Top of page

End point title Product viability (percentage) [4]
End point description

End point type Primary

End point timeframe Infusion 3

Motes

[4] - No statistical analyses have been specified for this primary end point. It is expected there is at least one statistical analysis for each primary end point.
Justification: Product viability (percentage) parameters will be summarized descriptively (mean, median, standard deviation, minimum, and maximum} by
infusion (1, 2, and 3). Descriptive statistics are sufficient for this single-arm study.

End point values

Full analysis

Number of subjects analysed

Units: percentage

arithmetic mean (full range (min-max))

96.75 (90.4 to 99.53)

No statistical analyses for this end point
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Adverse events information

Timeframe for reporting adverse events

From informed consent to last visit

Assessment type Systematic
Dictionary used for adverse event

reporting

Dictionary name MedDRA
Dictionary version 14.1
Reporting groups

Reporting group title All subjects

Reporting group description

Serious adverse events

All subjects

Total subjects affected by serious adverse
avents

subjects affected / exposed

3/ 47 (6.38%)

number of deaths (all causes)

0

number of deaths resulting from adverse
events

Injury, poisoning and procedural complications

Gastroenteritis radiation

subjects affected / exposed

1747 (2.13%)

occurrences causally related to treatment /
all

0/1

deaths causally related to treatment / all

/0

General disorders and administration site
conditions

Fatigue
subjects affected / exposed 1/47(2.13%)
occurrences causally related to treatment / 0/1

all
deaths causally related to treatment / all a/0

Gastrointestinal disorders

Pain

subjects affected / exposed

1/47(2.13%)

occurrences causally related to treatment /
all

0/1

deaths causally related to treatment / all

a/0

Renal and urinary disorders

Calculus urinary

subjects affected / exposed

1/47(2.13%)

occurrences causally related to treatment /
all

0/1

deaths causally related to treatment / all

o/0

Urinary Tract Obstruction

subjects affected / exposed

1/47(2.13%)

occurrences causally related to treatment /
all

0/1

deaths causally related to treatment / all

o/0
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Frequency threshald for reporting non-serious adverse events: 5%

Non-serious adverse events

All subjects

Total subjects affected by non serious adverse
avents

subjects affected / exposed

40 / 47 (85.11%)

Vascular disorders

Hypertension

subjects affected / exposed

3/ 47 (6.38%)

occurrences all number

3

Injury, poisoning and procedural complications

Citrate Toxicity

subjects affected / exposed

3/47(6.38%)

occurrences all number

3

Blood and lymphatic system disorders

Anaemia

subjects affected / exposed

3 /47 (6.38%)

occurrences all number

3

Mervous system disorders

Dizziness

subjects affected / exposed

5/ 47 (10.64%)

occurrences all number

5

General disorders and administration site
conditions

Fatigue

subjects affected / exposed

14 / 47 (29.79%)

occurrences all number

14

Chills

subjects affected / exposed

10 /47 (21.28%)

occurrences all number

10

Influenza like iliness

subjects affected / exposed

3 /47 (6.38%)

occurrences all number

3

Pain

subjects affected / exposed

3 /47 (6.38%)

occurrences all number

3

Gastrointestinal disorders

MNausea

subjects affected / exposed

5/ 47 (10.64%)

occurrences all number

5

Constipation

subjects affected / exposed

3 /47 (6.38%)

occurrences all number

3

Musculoskeletal and connective tissue
disorders

Back pain

subjects affected / exposed

11/ 47 (23.40%)

occurrences all number

11

Myalgia

subjects affected / exposed

4 /47 (8.51%)

occurrences all number

4

Arthralgia

subjects affected / exposed

3/47(6.38%)

occurrences all number

3
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Bone pain

subjects affected / exposed 3/ 47 (6.38%)

occurrences all number 3

Pain in extremity

subjects affected / exposed 3/ 47 (6.38%)

occurrences all number 3
Infections and infestations

Nasopharyngitis
subjects affected / exposed 3 /47 (6.38%)
occurrences all number 3
More information & Top of page

Substantial protocol amendments (globally)

Were there any global substantial amendments to the protocol? Yes

Date Amendment

01 Jun 2012 Quality of Life questionnaire assessments added. Clarification of sample size from 10 up to 45 subjects in
the statistical analysis (justification for 45 subjects). Statistical clarification for the decision to stop
enroliment.

09 Jul 2013 Added thromboembolic and CVE reporting criteria of all countries to align with IB, edition 18.

02 Dec 2013 Updated leukapheresis and sipuleucel-T risks sections, and infusion section to align with IB, edition 19.

Interruptions (globally)

Were there any global interruptions to the trial? No

Limitations and caveats

Limitations of the trial such as small numbers of subjects analysed or technical problems leading to unreliable data.

None reported

EU Clinical Trials Register Service Desk: https://servicedesk.ema.europa.eu
European Medicines Agency © 1995-2018 | 30 Churchill Place, Canary Wharf, London E14 SEU
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2 October 2014
EMA/240810/2013

European Medicines Agency policy on publication of
clinical data for medicinal products for human use

POLICY/0070

Status: Adopted

Effective date: 1 January 2015
Review date: No later than June 2016
Supersedes: Not applicable

1. Introduction and purpose

The aim of the European Medicines Agency (‘the Agency") is to protect and foster public health.
Transparency is a key consideration for the Agency in delivering its service to patients and society.

Although the Agency since its creation has launched several initiatives to increase transparency of
information on medicinal products, there is growing demand from stakeholders for additional
transparency, not only about the Agency's deliberations and actions, but also about the clinical data on
which regulatory decisions are based. The Agency is committed to continuously extend its approach to
transparency and has, therefore, taken the initiative to develop a policy on publication of clinical data,
in accordance with article 80 of Regulation (EC) No 726/2004'. Consultations with a broad range of
stakeholders and European Union (EU) bodies have taken place in drafting this policy. It should be
noted that this policy is without prejudice to Regulation (EC) No 1049/20012, and, therefore, it does
not replace the existing 'Policy on access to documents (related to medicinal products for human and
veterinary use)' (POLICY/0043) (EMA/110196/2006), which came into effect in December 2010.
Moreover, the provisions of this policy are not intended in any manner to limit the application or the

rights given by Regulation (EC) No. 1049/2001. Any natural or legal person may continue to submit a
request for access to documents to the Agency independently of the proactive publication mechanisms
established by this policy.

1 Regulation (EC) No 726/2004 of the European Parliament and of the Council of 31 March 2004 laying down community
procedures for the authorisation and supervision of medicinal products for human and veterinary use and establishing a
European Medicines Agency.

2 Regulation (EC) No 1049/2001 of the European Parliament and of the Council of 30 May 2001 regarding public access to
European Parliament, Council and Commission documents.
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This policy is also without prejudice to Regulation (EU) No 536/2014°5.

2. Scope

The scope of the policy relates to clinical data, composed of clinical reports and individual patient data
(IPD), submitted under the centralised marketing authorisation procedure after the effective date (see
chapter 4.3. for further information), either using the common technical document (CTD) format or
another format:

e as part of a marketing authorisation application (MAA);
e or as part of a post-authorisation procedure for an existing centrally authorised medicinal product;
e or as part of a procedure under Article 58 of Regulation (EC) No 726/2004;

e or submitted by a third party in the context of a MAA or a post-authorisation procedure for an
existing centrally authorised medicinal product;

e or requested by the Agency/ submitted by the applicant/marketing authorisation holder (MAH) as
additional clinical data in the context of the scientific assessment process for the aforementioned
situations.

The following clinical data are not covered by the scope of the policy:

e Clinical data held by the Agency for applications submitted under the centralised procedure before
1 January 2015, and for extension of indication applications and line extension applications
submitted before 1 July 2015.

e Clinical data (either data provided to the Agency before 1 January 2015 or data not yet held by the
Agency) submitted to the Agency for non-centrally authorised products.

These clinical data continue to be made available to external requesters on a reactive basis in
accordance with the aforementioned Agency’s policy on access to documents.

In addition, the following clinical data are not covered by the scope of the policy:

e Clinical data that are not held by the Agency, even if they concern a medicinal product that has
been authorised by the Agency (e.g. clinical trials on an authorised product conducted by
independent investigators and not submitted to the Agency).

e Pharmacovigilance data based on individual case safety reports (ICSRs). Access by third parties to
ICSR data is addressed in the Agency's 'EudraVigilance access policy for medicines for human use’
(EMA/759287/2009 corr.).

3. Definitions

For the purpose of this policy the following definitions apply:
e Applicant/MAH:

Applicant/MAH shall mean the natural or legal person(s) or organisation(s) that submitted the clinical
reports to the Agency in the context of applications in support of centralised marketing authorisations
(MAs)/post-authorisation submissions for existing centrally authorised medicinal products, as well as

3 Regulation (EU) No 536/2014 of the European Parliament and of the Council of 16 April 2014 on clinical trials on medicinal
products for human use, and repealing Directive 2001/20/EC.
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any person(s) or organisation(s) who own(s) copyright or other intellectual property rights in the
clinical reports.

e Clinical data:
Clinical data shall mean the clinical reports and IPD.
e Clinical reports:

Clinical reports shall mean the clinical overviews (generally submitted in module 2.5) and clinical
summaries (generally submitted in module 2.7) and the clinical study reports (generally submitted in
module 5, “CSR”), together with appendices to the CSRs no. 16.1.1 (protocol and protocol
amendments), 16.1.2 (sample case report form) and 16.1.9 (documentation of statistical methods).

e Clinical study:
Clinical study shall mean any investigation in relation to humans intended to:

- discover or verify the clinical, pharmacological or other pharmacodynamic effects of one or
more medicinal products;

- identify any adverse reactions to one or more medicinal products; or

- study the absorption, distribution, metabolism and excretion of one or more medicinal products;
with the objective of ascertaining the safety or efficacy of those medicinal products.
¢ Commercially confidential information (CCl):

CCI shall mean any information contained in the clinical reports submitted to the Agency by the
applicant/MAH that is not in the public domain or publicly available and where disclosure may
undermine the legitimate economic interest of the applicant/MAH.

¢ Individual patient data (1PD):
IPD shall mean the individual data separately recorded for each participant in a clinical study.
e Personal data:

Personal data shall mean any information relating to an identified or identifiable natural person (‘data
subject’); an identifiable person is one who can be identified, directly or indirectly, in particular by
reference to an identification number or to one or more factors specific to their physical, physiological,
mental, economic, cultural or social identity (Article 2(a) of Regulation (EC) No 45/2001).

4. Policy statement

The following aspects are addressed in this policy:
e Objectives of the policy.
e Characteristics of the policy.

o Date of coming into effect of the policy.
4.1. Objectives of the policy

The main objectives of the policy by making clinical data available proactively, are to enable

e public scrutiny,
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e and application of new knowledge in future research,
all this in the interest of public health.

A high degree of transparency will take regulatory decision-making one step closer to EU citizens, and
promote better-informed use of medicines. In addition, the Agency takes the view that access to
clinical data will benefit public health in future. The policy has the potential to make medicine
development more efficient by establishing a level playing field that allows all medicine developers to
learn from past successes and failures. Furthermore, it will enable the wider scientific community to
make use of detailed clinical data to develop new knowledge in the interest of public health. Access to
clinical data will allow third parties to verify the original analysis and conclusions, to conduct further
analyses, and to examine the regulatory authority's positions and challenge them where appropriate.

The Agency also takes the view that transparency should be mutually respected. Those who perform
secondary analysis of clinical data, published in accordance with this policy, must be held to the same
standard of transparency as those who generate clinical data in the first place. Hence, all secondary
analyses are expected to also be in the public domain and accessible for further scrutiny by the
scientific community. In addition, those who perform secondary analysis of clinical data published in
accordance with this policy, are encouraged to provide the Agency with a copy of any article resulting
from such secondary analysis before publication, in particular in those circumstances where the
secondary analysis might result in the need for regulatory action to protect public health. This is a
critical consideration in view of the Agency’s role and responsibilities for a timely review of all available
information which might have an impact on the benefit/risk ratio of centrally authorised products.

The Agency cannot guarantee that all secondary data analyses that are enabled by the policy will be
conducted and reported to the highest possible scientific standard; this is not possible with a truly open
approach.

Allowing external parties access to clinical data held by the Agency will directly or indirectly affect
different stakeholders’ rights, interests and values. In developing this policy the Agency had to
consider a number of competing principles which needed to be carefully balanced in order to best
ensure the overarching, long-term goal of protecting and fostering public health. These principles, as
well as the Agency’s positions and views, are described below:

e Protecting personal data:

The protection of personal data is enshrined in EU legislation; it is a fundamental right of EU citizens.
The policy has to ensure adequate personal data protection; it must be fully compliant with applicable
regulations in the EU, in particular Regulation (EC) No 45/2001 and Directive 95/46/EC. There are
ways and means to anonymise data and protect patients from retroactive identification. Yet, the
Agency is primarily concerned that emerging technologies for data mining and database linkage will
increase the potential for unlawful retroactive patient identification. The Agency, therefore, takes a
guarded approach to the sharing of patient-level data, which is done to enable legitimate learning from
sharing patient-level data while preventing rare but potentially damaging instances of patient
identification. Furthermore, patients’ informed consent should be respected. The secondary analysis of
personal data will have to be fully compatible with the individual privacy of clinical trial participants and
data protection.

e Protecting commercially confidential information (CCI):

The Agency respects and will not divulge CCI. In general, however, clinical data cannot be considered
CCIl. The Agency acknowledges that there are limited circumstances where information could constitute
CCl.
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e Protecting the Agency's and the European Commission's deliberations and decision-
making process:

Regulators have a legal mandate to evaluate medicines. In doing so, they should only focus on the
science and the best interests of patients. The decision-making process should be protected against
external pressures from whatever direction. Once a decision has been reached, this consideration no
longer applies.

e Ensuring future investment in pharmaceutical research and development (R&D):

Sustained and extensive pharmaceutical research activity is a precondition for future improvements in
public health. The policy has no intention to negatively impact on the incentives to invest in future
pharmaceutical R&D. It is designed to guard against unintended consequences, e.g. breaches of
intellectual property rights that might disincentivise future investment in R&D.

4.2. Characteristics of the policy

The main characteristics of the policy are:
e Introduction of a publication process for clinical reports.
¢ Management of CCI in clinical reports.

e Methods for balancing the protection of patients’ privacy whilst retaining scientific value of the
data.

e Stepwise implementation of the policy.
4.2.1. Introduction of a publication process for clinical reports

The introduction of a publication process for clinical reports is based on 2 pillars:
e Terms of use (ToU) which govern the access to and use of clinical reports.
e A user-friendly technical tool allowing access to such clinical reports.

The ToU provide more information in relation to the access to the information contained in the clinical
reports and the intended use of such information. Two sets of ToU are available, depending on the
intended use of the information contained in the clinical reports, as described below:

e Clinical reports available on-screen for any user, with a simple and limited registration
process:

The main characteristics are:
Registration process:
- Obtaining a user ID/password.
- Accepting the ToU.
ToU for general information purposes (see annex 1):

- Intended use is for general information and non-commercial purposes, including non-commercial
research purposes.

- Clinical reports are made available in a “view-on-screen-only” mode.

- Clinical reports will be made available in a searchable format and will be permanently available.
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¢ Downloadable clinical reports available to identified users:
The main characteristics are:

Registration process:

- Obtaining a user ID/password.

- Accepting the ToU.

- Providing the Agency with elements concerning the identity of the user (i.e. name, date of
birth, passport or ID card number, expiry date of the document; for juridical persons, the
affiliation and position within the organisation of the user should also be provided).

ToU for academic and other non-commercial research purposes (see annex 2):
- Intended use is for academic and non-commercial research purposes.
- Clinical reports can be downloaded, saved and printed.

- Clinical reports will be made available in a searchable format and will be permanently available.

Common to the two sets of ToU are the following elements:

— No attempt shall be made to re-identify the trial subjects or other individuals from the
information.

— The clinical reports may not be used to support a MAA/ extensions or variations to a MA nor to
make any unfair commercial use of the clinical reports.

- A watermark is applied to the published information to emphasise the prohibition of its use for
commercial purposes.

- The Agency accepts no responsibility for the user’s compliance with the ToU.
4.2.2. Management of CCI in clinical reports

Although generally the information contained in clinical reports should not be considered CCI, the
Agency acknowledges that in limited circumstances the clinical reports could contain CClI, and could,
therefore, be subject to redaction prior to publication. Where redaction of CCI is proposed by the
applicant/MAH, a consultation with the applicant/MAH will be undertaken, following scrutiny by the
Agency of the proposed redaction, including the justification provided by the applicant/MAH, as to
whether the definition of CCI applies (see annexes 3 and 4).

4.2.2.1. Redaction principles

The clinical reports that will be published in accordance with this policy shall only be subject to
redactions when needed to protect those specific elements which qualify as CCI that should not be
released. This complements the aforementioned use controls that will need to be accepted by
recipients of the documents in order to protect the originator against misuse of the data as a whole.
This covers information that is not in the public domain or publicly available and where disclosure may
undermine the economic or competitive position of the applicant/MAH. In this regard, the assessment
of this information will take into account the justification provided by the applicant/MAH with regard to
various factors, including the nature of the product concerned, the competitive situation of the
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therapeutic market in question, the approval status in other jurisdictions, the novelty of the clinical
development, and new developments by the same company.

In general, as already mentioned, most of the information in clinical reports would not be considered
CCIl. There, are, however, limited circumstances where the clinical reports could contain CCI.

The information referred to in annex 3, which is contained in the sections of the clinical reports, may
be considered CCI and, therefore, may have to be redacted as per the aforementioned redaction
principles, after assessment by the Agency of the justification provided by the applicant/MAH. The
same rules regarding CCI and the redaction principles will apply to the same information presented in
other formats or other sections in the documents submitted by the applicant/MAH to the Agency.

If justification for additional redaction going beyond the list in annex 3 has been provided by the
applicant/MAH, and agreed upon by the Agency, the Agency will then proceed with the publication of
the so redacted clinical reports. The Agency will, once further experience with the implementation of
the policy has been obtained, undertake first a consultation with all relevant stakeholders in order to
explore if the outcome of the individual case(s) should exceptionally lead to a revision of the redaction
principles.

4.2.2.2. Process for publication of clinical reports

The process for publication of clinical reports is described in annex 4. This process foresees in
consultation with the applicant/MAH in case the Agency disagrees with the redaction proposed by the
applicant/MAH.

4.2.3. Methods for balancing the protection of patient’s privacy whilst
retaining scientific value of the data

Protection of patients’ identity is of crucial importance. In order to achieve this objective both
identification and re-identification of patients need to be avoided. Particular challenges in this respect
are continuous developments in the field of technologies relating to data mining and database linkage,
as well as specific scenarios to be considered in the area of medicine regulation, for instance the
situation of rare diseases. In deciding on the most optimal approach (anonymisation versus
pseudonymisation) the Agency will take due account of recent developments, e.g. the work undertaken
by the network of EU Data Protection Authorities on anonymisation techniques®, and subsequently
discuss with stakeholders (e.g. patients’ organisations, academia, pharmaceutical industry) to agree on
the best way forward.

4.2.4. Stepwise implementation of the policy

The implementation of the policy will be undertaken in a stepwise manner:
e In a first phase, the publication of clinical data will relate to clinical reports only.

e In a second phase, the Agency will review various aspects in relation to IPD, including finding the
most appropriate way to make IPD available, the latter in compliance with privacy and data
protection laws®.

4 Opinion 05/2014 on anonymisation techniques, adopted on 10 April 2014 by the Article 29 Data Protection Working Party.
5 The Agency will notify the European Data Protection Supervisor (EDPS) accordingly.
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4.2.4.1. First phase: publication of clinical reports

The publication of clinical reports will be in accordance with the arrangements described in chapters
4.2.1.,4.2.2. and 4.2.3. of the policy.

In addition, the following principles will apply as regards the timing of publication:

The timing of publication takes into account the need to protect the Agency’s and the European
Commission’s deliberations and decision-making process. In order not to undermine such decision-
making process the Agency will only publish clinical data once the concerned procedure has been
finalised. In practical terms this means:

o following the European Commission Decision granting or refusing the MA/post-authorisation
submission outcome; or

o following the scientific committee Opinion if there is no subsequent European Commission
Decision; or

¢ following the scientific committee conclusion if there is no Opinion; or

o following receipt of the applicant’s/MAH’s letter notifying the withdrawal of the MAA/post-
authorisation submission.

The process described in chapter 4.2.2.2. for publication of clinical reports, including where necessary
interaction with the applicant/MAH, will start following the adoption of the scientific committee
Opinion/conclusion or the receipt of the withdrawal letter, as referred to above.

4.2.4.2. Second phase: reviewing various aspects in relation to IPD

Before IPD can be made available, there is a need to first clarify:
e the submission of IPD for subsequent scientific review by the Agency, and
e how to best provide access to such IPD, including the conditions to be fulfilled.

It is important to emphasise in this regard that the Agency will not request applicants/MAHs to submit
IPD for the sole purpose of publication of IPD.

The Agency will first undertake a targeted public consultation with all concerned stakeholders on the
various aspects in relation to IPD to provide clarification. Subsequently, in consultation with the
Agency’s Management Board, the policy will be amended to reflect the outcome of this targeted public
consultation.

4.3. Date of coming into effect of the policy

For the coming into effect of the policy a stepwise approach will be applied.

The effective date will be 1 January 2015 for any new MAAs, and Article 58 applications submitted as
from the effective date onwards.

The effective date will be 1 July 2015 for extension of indication applications and line extension
applications relating to existing centrally authorised medicinal products submitted as from the effective
date onwards. For all other post-authorisation procedures relating to existing centrally authorised
medicinal products where supporting clinical reports have been submitted, the effective date will be
determined in 2015.
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5. Related documents

Further information on the development and implementation of the policy is provided in a Q&A
document?®.

6. Changes since last revision

Not applicable, new policy.

The policy will be revised, as appropriate taking into account the experience obtained, not later than
18 months after coming into effect.

London, 2 October 2014

Signature on file

Guido Rasi
Executive Director

% Q&A on the European Medicines Agency policy on publication of clinical data for medicinal products for human use
(EMA/357536/2014).
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Annex 1

Terms of Use for general information purposes

These Terms of Use (“Terms”) govern the access and use of clinical data, as defined in chapter 3. of
the EMA policy on publication of clinical data, Policy 0070 (“Policy”), that are made available to Users
via such Policy. By accepting these Terms and upon being granted access to the Clinical Reports, you
agree to be bound by these Terms. Please read them carefully.

1. Definitions

In these Terms the terms below have the following meaning:
“EMA” means the European Medicines Agency.

“Clinical Reports” means the clinical overviews (module 2.5), the clinical summaries (module 2.7)
and the clinical study reports (module 5, “CSR”), together with appendixes to the CSRs no. 16.1.1,
16.1.2 and 16.1.9 which are accessible via the EMA website as a result of the implementation of the
Policy.

“Applicant/MAH” means the natural or legal person(s) or organisation(s) that submitted the Clinical
Reports to the EMA in the context of applications in support of centralised marketing
authorisations/post-authorisation submissions under Regulation (EC) No 726/2004, as well as any
person(s) or organisation(s) who own(s) copyright or other intellectual property rights in the Clinical
Reports.

“User” means the natural or legal person or organisation who, having registered with the EMA website
in connection with the implementation of the Policy, receives access to the Clinical Reports.

2. Access to the Clinical Reports under the Policy

The User acknowledges that the Clinical Reports are protected by copyright or other intellectual
property rights of the Applicant/MAH and can be considered commercially valuable when used for
commercial and regulatory purposes.

The User acknowledges that the Clinical Reports will be made available to the User on the EMA website
in a “view-on-screen-only” mode, after completing the registration process. The User agrees that the
User is not permitted to download, save, edit, photograph, print, distribute or transfer the Clinical
Reports. The User agrees not to access the Clinical Reports using a method other than the interface
provided by the EMA, or remove, bypass, circumvent, neutralise or modify any technological protection
measures which apply to the Clinical Reports.

3. Use of the Clinical Reports

The User agrees to use the Clinical Reports according to these Terms and, in particular, that:

a) The User may use the Clinical Reports for general information and
non-commercial purposes, including non-commercial research purposes, subject to these Terms.
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b)

The User is not granted any intellectual property or other commercial rights in relation to the
Clinical Reports other than as expressly set out in these Terms.

When using the Clinical Reports, the User shall:

a)
b)

c)
d)

e)

acknowledge that its source is the Applicant/MAH;

not use it in a way that suggests that the Applicant/MAH endorses the User’s use of the Clinical
Reports for any other purpose than general information and non-commercial purposes, including
non-commercial research purposes;

ensure that the use of the Clinical Reports comply at all times with applicable law;
not misrepresent the source of the Clinical Reports;

not seek to re-identify the trial subjects or other individuals from the Clinical Reports in breach of
applicable privacy laws.

The User may not:

use the Clinical Reports to support an application to obtain a marketing authorisation and any
extensions or variations thereof for a product anywhere in the world;

share the User’s username, password or other account details with a third party or otherwise
provide a third party with access to the User’s account;

make any unfair commercial use of the Clinical Reports.

If the User fails to accurately complete the registration process, comply with these conditions, or uses

the Clinical Reports in breach of these Terms, the rights to access and use the Clinical Reports will be

revoked.

4.

Warranties and liability

Without prejudice to any obligation of the Applicants/MAHs in accordance with the Union legislation:

5.

The EMA and the Applicant/MAH exclude all representations, warranties, obligations and liabilities
in relation to the Clinical Reports as accessible via the EMA website to the maximum extent
permitted by law;

Neither the EMA nor the Applicant/MAH are liable for any errors or omissions in the Clinical Reports
as provided via the EMA website and shall not be liable for any loss, injury or damage of any kind
caused by its use.

The Agency accepts no responsibility for the User’s compliance with the Terms.

Third party rights

The restrictions and conditions and the warranty and liability provisions of these Terms are also made

for the benefit of any and all Applicants/MAHs and, accordingly, each such Applicant/MAH may in its

own right enforce these Terms in accordance with the provisions of the Contracts (Rights of Third
Parties) Act 1999.
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6. Governing law

These Terms and any dispute or claim arising out of or in connection with them or their subject matter
or formation (including non-contractual disputes or claims) shall be governed by and construed in
accordance with the law of England and Wales.

7. Jurisdiction

The courts of England and Wales shall have non-exclusive jurisdiction to settle any dispute or claim
arising out of or in connection with these Terms or their subject matter or formation (including non-
contractual disputes or claims).

148



Annex 2

Terms of Use for academic and other non-commercial
research purposes

These Terms of Use (“Terms”) govern the access and use for academic and non-commercial research
purposes of clinical data, as defined in chapter 3. of the EMA policy on publication of clinical data,
Policy 0070 (“Policy”), that are made available to Users via such Policy. By accepting these Terms and
upon being granted access to the Clinical Reports, you agree to be bound by these Terms. Please read
them carefully.

1. Definitions

In these Terms the terms below have the following meaning:
“EMA” means the European Medicines Agency.

“Clinical Reports” means the clinical overviews (module 2.5), the clinical summaries (module 2.7)
and the clinical study reports (module 5, “CSR”), together with appendixes to the CSRs no. 16.1.1,
16.1.2 and 16.1.9 which are accessible via the EMA website as a result of the implementation of the
Policy.

“Applicant/MAH” means the natural or legal person(s) or organisation(s) that submitted the Clinical
Reports to the EMA in the context of applications in support of centralised marketing
authorisations/post-authorisation submissions under Regulation (EC) No 726/2004, as well as any
person(s) or organisation(s) who own(s) copyright or other intellectual property rights in the Clinical
Reports.

“User” means the natural or legal person or organisation who, having registered with the EMA’s
website in connection with the implementation of the Policy, receives in electronic format a copy of the
Clinical Reports.

2. Access to the Clinical Reports under the Policy

The User acknowledges that the Clinical Reports are protected by copyright or other intellectual
property rights of the Applicant/MAH and can be considered commercially valuable when used for
commercial and regulatory purposes.

The User acknowledges that the Clinical Reports will be made available to the User in electronic format
for academic and non-commercial research purposes. Before being granted access to the Clinical
Reports in electronic format, the User shall provide the EMA with:

e An e-mail address,

e A place of address in the European Union; in the event that the User does not have a place of
address in the European Union and wishes to avail itself of the services of a third party resident or
domiciled in the European Union, such third party shall be considered User for the purposes of
these Terms and shall comply with all the terms hereof,
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° Elements concerning the identity of the user (i.e. name, date of birth, passport or ID card
number, expiry date of the document; for juridical persons, the affiliation and position within the
organisation of the user should also be provided).

3. Use of the Clinical Reports

The User agrees to use the Clinical Reports according to these Terms and, in particular, that:

a) The User may use the Clinical Reports solely for academic and non-commercial research purposes,
subject to these Terms.

b) The User is not granted any intellectual property or other commercial rights in relation to the
Clinical Reports other than as expressly set out in these Terms.

The User may not:

e use the Clinical Reports to support an application to obtain a marketing authorisation and any
extensions or variations thereof for a product anywhere in the world;

e share the User’s username, password or other account details with a third party or otherwise
provide a third party with access to the User’s account;

¢ make any unfair commercial use of the Clinical Reports;

e seek to re-identify the trial subjects or other individuals from the Clinical Reports in breach of
applicable privacy laws.

For the avoidance of doubt, the User is permitted to download, save and print the Clinical Reports,
subject to these Terms.

If the User fails to accurately complete the registration process, comply with these conditions, or uses
the Clinical Reports in breach of these Terms, the rights to access and use the Clinical Reports will be
revoked.

4. Warranties and liability

Without prejudice to any obligation of the Applicants/MAHs in accordance with the Union legislation:

e The EMA and the Applicant/MAH exclude all representations, warranties, obligations and liabilities
in relation to the Clinical Reports as made accessible to the Users to the maximum extent
permitted by law;

e Neither the EMA nor the Applicant/MAH are liable for any errors or omissions in the Clinical Reports
as made accessible to the Users and shall not be liable for any loss, injury or damage of any kind
caused by its use.

e The Agency accepts no responsibility for the User’s compliance with the Terms.

5. Third party rights

The restrictions and conditions and the warranty and liability provisions of these Terms are also made
for the benefit of any and all Applicants/MAHs and, accordingly, each such Applicant/MAH may in its
own right enforce these Terms in accordance with the provisions of the Contracts (Rights of Third
Parties) Act 1999.
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6. Governing law

These Terms and any dispute or claim arising out of or in connection with them or their subject matter
or formation (including non-contractual disputes or claims) shall be governed by and construed in
accordance with the law of England and Wales.

7. Jurisdiction

The courts of England and Wales shall have non-exclusive jurisdiction to settle any dispute or claim
arising out of or in connection with these Terms or their subject matter or formation (including non-
contractual disputes or claims).
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Annex 3
Information contained in the sections of the clinical reports

that may be considered CCI

The information contained in the clinical reports that may be considered CCIl and the reference to the
relevant sections is provided in the table below. Guidance described in column 2 advises what should
be discussed in case of information that may be considered CCI.
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