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CDISC: CLINICAL DATA INTERCHANGE STANDARDS CONSORTIUM

EX: Exposures

Interventions Fomm o SU: Substance Use
CM: Concomitant Medications

DS: Disposition
CE: Clinical Events

Events — AE: Adverse Events
Class MH: Medical History
DV: Protocol Deviations
VS: Vital Signs
EG: ECG; LB: Lab

QS: Questionnaires
PE: Physical Exams

CDISC > SDTM > Findings b @ DA: Drug Accountability

SC: Subject Characteristics

PC/PP: PK Conc/Parameters

MB: Microbioloav Specimen
MS: Microbiology Susceptibility
IE: In/Exclusion Criterion Not Met

FA: Finding About

SEND

CO: Comments
DM: Demographic
SV: Subject Visits

SE: Subject Elements

TA: Trial Arm
TV: Trial Visit
e e | E: Trial Elements
» ADaM: Analysis Data Model TS: Trial Summary
o ADSL: Subject-Level Analysis Dataset TI: Trial In/Exclude Criteria

o BDS: Basic Data Structure - . e g
. SDTM: Study Data Tabulation Model Relationship ST EIRELR el RS

+ SEND: Standard for Exchange of Nonclinical Data Datasets RELREC: Related Records

Trial Design

Domain




BASIC RULES FOR CDISC VARIABLES

» The Variable Name 8 characters
» The Variable Label 40 characters
» The data Type




SDTM AND ADAM
ADaM

EEE adsl.sas7bdat

SDTM

EEE ae.sas7bdat
EEE crn.sas7bdat
EEE drn.sas7bdat
EEE ds.sas7bdat

EEE eqg.5a57bdat

EEE eQQrp.sas7sbdat
E ex.5a57bdat

EEE lb.sas7bdat
EEE lbgrp. sas7bdat
EEE mh.sas7bdat
EEE svw.5a57bdat
EEE vs,5a570dat

EEE vsgrp.sas7bdat

\ | THE

POWER
TO KNOW.



ADAM: ANALYSIS DATA MODEL

File Edit Tables Rows Cols DOE  Analyze Graph Clinical Teools View Window Help
BREH DB b e E M BB
=) adsl N E = Unique Subject | Subject Study Site
= d = Study Identifier Identifier Identifier for... Identifier Age | Age Units Sex
1 NICSAHL 101001 101001 10 63 YEARS F
2 NICSAHL 101002 101002 10 66 VEARS M
3 NICSAHL 101003 101003 10 31 YEARS F
4 NICSAHL 101004 101004 10 48 YEARS F
[EJ Columns (59/0) 5 NICSAHL 101005 101005 10 67 YEARS F
ik Studly Identifier . &  NICSAHL 101006 101006 10 32 VEARS M
ik Unique Subject Identifier 7 NICSAHL 101007 101007 10 63 YEARS M
ik Subject Identifier for the Study 8 NICSAHL 101008 101008 10 67 YEARS M
:Jitudy Site Identifier g NICSAHL 101002 101009 10 38 YEARS F
g 10 | NICSAHL 101010 101010 10 48 YEARS F
:‘::(EU”'“ 11 | NICSAHL 101011 101011 10 33 YEARS  F
th Race | 12 | NICSAHL 101012 101012 10 49 YEARS M
AN e R i ] 3 13 NICSAHL 101013 101013 10 32 YEARS M
A Pooled Race Group 1 (N) 14 NICSAHL 101014 101014 10 74 YEARS F
ik Age Group1 15  NICSAHL 101015 101015 10 47 YEARS F
4l Age Group1 (N) 16 | NICSAHL 101016 101016 10 78 YEARS F
ik, Safety Population Flag 17 | NICSAHL 101017 101017 10 35 YEARS M
il Intent-To-Treat Population Flag 18 | NICSAHL 11001 11001 01 18 VEARS M
Ci— | shesu mmo o am o s
Al Planned Treatment for Period 01 (M) ]| NICSAHL 11003 11003 ol 46 | YEARS M
th Country 21 NICSAHL 11004 11004 01 72 YEARS F
| Berasi s 22 NICSAHL 11005 11005 01 80 VEARS F
4l Date of First Exposure to Treatment 23 | NICSAHL 11008 11008 01 33 YEARS F
4l Time of First Exposure to Treatment 24 NICSAHL 11007 11007 01 43 YEARS M
4l Datetime of First Exposure to Treatment 25 | MICSAHL 11008 11008 0 56 YEARS E
‘ Date of Last Exposure to Treatment 26 | NICSAHL 11009 11009 o1 YEARS E

j . Copyright © 2012, SAS Institute Inc. All rights reserved b ¢




SDTM: STUDY DATA TABULATION MODEL

Domain | Unique Subject | Sequence | Reported Term | Dictionary-Derived Serious | Action - ]

EEE ae.sd 5? h d Et I l Study Identifier Abbreviation Identifier | Number  for the Adverse.. Term Body System or Organ Class Severitylntensity  Event Taken wr(!! Causality Qutcome of
NCSEH1  AF 101001 1 Hydrocaphalus  Hydracaphalus NERVOUS SYSTE DISORDERS WLD N DRUGWIT NOTRELATE RECOVEREDIRESO

E cm.sasT bdat NCSAH1  AE 101001 2 Pyresia . Pyrexia . GENERAL DISORDERS AND ADMINISTR  WILD N DOSENOT NOTRELATE RECOVEREDIRESO
NCSAH1  AE 101001 3 Vasoconsticion  Vasoconsticion  VASCULAR DISORDERS WODERATE N DOSENOT NOTRELATE RECOVEREDIRESO

E d Tbd NCSAH1  AE 101001 4 Vomiting Vomiting GASTROINTESTINAL DISORDERS WLD N DOSENOT NOTRELATE RECOVEREDIRESO
m.5as at NCSEH1 A 101002 1 Aveolis Aeoliis RESPRATORY, THORACIC AND MEDIAS MODERATE N UNKNOWN  NOTRELATE RECOVEREDIRESO

NCSH1 A 101002 2 Hydrocaphalus  Hydrocephalus NERVOUS SYSTEN DISORDERS WODERATE N UNKNOWN  NOTRELATE RECOVEREDIRESO

E ds.sas/bdat NCSH1 A 101002 3 Hyperglycaemia  Hyperglycaemia IWETABOLISH AND NUTRITION DISORDE MODERATE N UNKNOWN  NOTRELATE RECOVEREDIRESO
NCSAH1  AE 101002 4 Pumonay oede.. Pumonaryoedema  RESPIRATORY, THORACIC ANDMEDIAS MODERATE N UNKNOWN  NOTRELATE RECOVEREDIRESO

EEE 26,53 s/ bdat NCSAH1  AE 101002 § Urinary ractinfecti Urinary ractinfection ~ INFECTIONS AND INFESTATIONS WODERATE N UNKNOWN  NOTRELATE RECOVEREDIRESO
NCSAH1  AE 101002 § Vasoconstcion  Vasoconsticion  VASCULAR DISORDERS WLD N UNKNOWN  NOTRELATE RECOVEREDIRESO

E eggrp.sa sTbdat NCSH1 A 101002 7 Venircular exrasy Venticular exrasystole CARDIAC DISORDERS WODERATE N UNKNOWN  NOTRELATE RECOVEREDIRESO
NCSIH1  AF 101004 1 Brainoadema  Brain cedema NERVOUS SYSTEN DISORDERS LD N UNKNOWN  NOTRELATE RECOVEREDIRESO

E ex.5ass bdat NCSH1 A 101004 2 Coma Coma NERVOUS SYSTEN DISORDERS SEVERE i DRUGWT RELATED  RECOVEREDIRES0
NCSAH1  AE 101004 3 Hydrocephalus  Hydracephalus NERVOUS SYSTEN DISORDERS SEVERE \ DRUGWT NOTRELATE RECOVEREDIRESO

EEE lb.sasTbdat NCSAH1  AE 101004 4 Hyperglycaemia  Hyperaljcaemia IETABOLISH AND NUTRITION DISORDE  WILD N DRUGWT NOTRELATE RECOVEREDIRESO
NCSH1 A 101004 5 Hypotension  Hypotension VASCULAR DISORDERS SEVERE \ DRUGWT RELATED  RECOVEREDIRESO

E ”;] g rFl 53 5? Iﬂ d Et NIC3AH1 AE 101004 § Intracranial press  Intracranial pressurein  NERVOUS SYSTEM DISORDERS SEVERE Y DRUGWIT NOTRELATE RECOVEREDIRESO
NCSEH1 A 101004 7 Subarachnoidha  Subarachnaid hagmorr NERVOUS SYSTEM DISORDERS SEVERE ¥ DRUGWT NOTRELATE RECOVEREDIRESO

E NCSH1 A 101004 8 Vasoconsticton  Vasoconsticion  VASCULAR DISORDERS SEVERE i DRUGWT NOTRELATE RECOVEREDIRES0
mh.sas/bdat NCSAH1  AE 101005 1 Aveolts Aecliis RESPRATORY, THORACIC AND MEDIAS MODERATE N DRUGWT NOTRELATE RECOVEREDIRESO

NCSAH1  AE 101005 2 Anaemia Anemia BLOOD AND LYNPHATIC SYSTENDISOR WILD N DRUGWT NOTRELATE RECOVEREDIRESO

EEE vs.sas/ bdat NCSHT A 101005 3 Heatreeneeas Heartraenoeased  NVESTIGATIONS LD N DRUGWT NOTRELATE RECOVEREDIRESO
NCSH1 A 101005 4 Hydrocephalus  Hydrocephalus NERVOUS SYSTEN DISORDERS LD N DRUGWT NOTRELATE RECOVEREDIRESO

E WEOrD.5d s/ bdat NCSEH1 A 101005 5 Hyparglycaemia  Hyperglycaemia IWETABOLISH AND NUTRITION DISORDE MODERATE N DRUGWT NOTRELATE RECOVEREDIRESO
NCSAH1  AE 101005 § Hypetension  Hypertension VASCULAR DISORDERS WODERATE N DRUGWT NOTRELATE RECOVEREDIRESO

MICSAHY AC 10400R 7 _Hunnkal: Hynnkal i MET I 1} NRUGCIT _WMATPELATE DECAVEDERDESH

CDISC: Clinical Data Interchange Standards Consortium

Copyright © 2012, SAS Institute Inc. All rights reserved




INTERACTIVE RESULTS
TABLES
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CLASSIC DEMOGRAPHICS TABLE REPORT:

Contains Nonbinding Recommendations

7.2.1.2 Demographics

The reviewer should include appendix tables in a format similar to that 1llustrated in Table
1-2.1.2.1 (showng percent disinbution within treatments of patients by age. gender. and race as
well as weight in various groups), providing overall demographic information for phase I and
phase 2 to 3 study pools separately. It may be appropriate to provide demographic displays for
subsets within these larger pools at other points in the review.

FDA Reviewer Guidance 2005

: x Patient Population By Race
Patient Population By Age Group Patient Population By Gender Table 7.2.1.2.1 of the GRP
Table 7.2.1.2.1 of the GRP Table 7.2.1.2.1 of the GRP
Description of
Description of Description of Planned Arm
Planned Arm Planned Arm NIC.15 | Placebo Al
St [ il o i NIC.15 | Placebo | An N|% |N|% |N| %
N| % [ N]| % |[N]| %
N|% |N|% |N| % Race
AgeGroup ASIAN | 3| oss| 7| 077| 15| 166
Gender
30 orless |114]|1253| 108 (1192222 2450 BLACK| 79| 872| 60| 662|139 | 1534
10-64 267 | 2027 | 235 (3157|552 | s10¢ Female | 281 | 21.02 | 2073278 |578 | 63.80 oreER| 21| 232| 30| 331| 51 5.63
65 & older| 63| 751 63| 695|131 ]| 1446 Male 168 | 1854 | 160 | 17.66 | 328 | 256.20 wWHITE | 241 | 2764 | 360 | 3072 [ 701 | 7737
Al 440 | 4056 | 457 | 50.44 | 205 | 100.00 All 449 | 49.56 457 | 50.4< [ 906 | 100.00 An 449 | 4956 | 457 | 50.44 | 906 | 100.00




MODERN DEMOGRAPHICS TABLE REPORT: SAME

[=|Subject Population by Age Group

Planned Treatment for Period 01
NIC.15 Placebo
Age Group Count| Column% | Count| Column% | Count| % of Total
Age 39 or younger 113 25.3% 107 23.5% 220 24.39%
Age b5 and older (it 15.2% a3 13.8% 131 14.52%
Age between 40 and 64 266 59.5% 285 62.6% 551 51.09%
All 447 100.0% 455 100.0% 902 100.00%
~/Subject Population by Sex
Planned Treatment for Period 01
NIC .15 Placebo
Sex Count| Column % | Count| Column% | Count| % of Total
F 281 62.9% 297 65.3% 578 a4.08%
M 166 371% 158 34.7% 324 35.92%
All 447 100.0% 455 100.0% a02 100.00%:
I=ISubject Population by Race
Planned Treatment for Period 01
NIC.15 Placebo
Race Count| Column% | Count| Column% | Count| % of Total
ASLAN 8 1.58% 7 1.5% 15 1.66%
BLACK OR AFRICAN AMERICAN 78 17.4% a0 13.2% 138 15.30%
OTHER 2 4.7% 29 6.4% 50 5.54%
WHITE 340 781% 359 78.9% (] T7.49%
All 447 100.0% 455 100.0% 02 100.00%

THE
POWER



MODERN DEMOGRAPHICS TABLE REPORT: NEW

*/Subject Population by Age

Planned Treatment for Period 01 1= Subi .
NIC 15/ Placebo Al > Subject Population by Treatment
Age M 447 455 902 -
Mean 49,70 50,25 49.98 Planned Treatment for Period 01 Count| % of Total
Std Dev 1382 1375 1383 MIC .15 447 48.6%
bin 18 18 18 Placebo 455 S0.4%
Quantiles25 39 40 40 All 902 100.0%
Median 49 50 50
QuantilesTs i} a0 a0
P ax 86 108 108
1/=/Subject Population by Study Site
Planned Treatment for Period 01
MIC .15 Placebo
Country |Study Site Identifier Count| Column % | Count| Column% | Count| % of Total
USA a1 25 56% 26 57% 5l 5B5%
02 16 36% 16 35% 32 3.55%
03 11 25% 12 26% 23 2.55%
04 14 31% 12 26% 26 288%
05 2 04% 2 04% 4 044%
0& 0.7% 09% 7




INTERACTIVE MODERN DEMOGRAPHICS TABLE REPORT

Qutput Descripticn

[ Distribution Details I Treatrment Comparisons | Demographic Tables

4 Drill Downs

4= Subject Population by Treatment
Select Subjects then Click

[Profile Subjects| [Show Subjects| Planned Treatment for Period 01 | Count| % of Total
[Cluster Su bjed's] [Create Subject Filter] MIC 15 an 496%
Placebo 455 504%
All 202 100.0%
= Subj -
m 4 ~|Subject Population by Age
Reopen Dialog
Planned Treatment for Period 01
B NIC.15] Placebo| Al
Add Motes Age |N 447 455 902
Close Al Mean 49.70 50.25 49.98
Std Dev 1392 1375 1383
Min 18 18 13
Quantiles2s 39 40 40
Median 49 50 50
Quantiles75 60 60 60
Mazx 86 108 108
4= Subject Population by Age Group
Planned Treatment for Period 01
NIC.15 Placebo
Age Group CountT Column % | Count| Column % | Count| % of Total
Age 39 oryounger 25.3% 107 23.5% 220 24.39%
Age 65 and older 68 15.2% 63 138% 131 14.52%
Age between 40 and 64 266 59.5% 285 626% 551 61.09%
All 447 100.0% 455 100.0% 902 100.00%

A

[4]

|Subject Population by Sex

Planned Treatment for Period 01

NIC.15 Placebo
Sex Count| Column% | Count| Column% | Count| % of Total
F 281 62.9% 297 65.3% 578 64.08%
M 166 371% 158 347% 324 35.92% THE
All 447 100.0% 455 100.0% 902 100.00% SaS ‘ POWER

TO KNOW.




REPORT LISTS: INDIVIDUAL INFORMATION LIST
PATIENT PROFILES

Qutput Description General }Demographlcs \ Tablesl

<4 = Profile < Demographics

Subject Age Sex Race Site Arm  Study

11016 WISIT Wisits 11011 2T F WHITE 01 MIC .15 MICSAHL
w2t - RN
' Exposure A "
191010 - - O 40 Review Status
331001 RANDOMEZED Disposition 11011 Status:
t | Unrewviewed »
341002 CRECovERY .
423007 A= i i
142004 Fypgtension Adverse Events Medical History
YErdOse
Lethargy
451019 “asoconstriction —
Blood lactate dehydrogenase i, ALLERGIES .
D Templates Hypkalsemia
Urinary tract infection
OTHER MEDICAL CONDITION .
P Data Tables DEXAMETHAS ONE Concormitant Medications
FERTANYL . —_— .
MEPERIDINE . HEADACHE .
MORPHIME 3
PHEMOEAREITAL g VOMITTNG
Create Report POTRSSIUM SUPPLEMENTS = . .
RANITIDINE :
Create Narratives ACE}@&I%?O%EEIH -
— e s s s s =
- DIAZERAN -5 0510 20 30
Create Subject Filter PRIAEAR - . 105 200 A
QRSDUR. . g1 30 Legend
QTMEAN . . 3068 W 400
FTMEAN e 320 350
aboratory Test kesults Adverse Events
Clase All . . . 33 4.4
SODIUM 2 = B e Ml # Serious
ALT
if; . v . %g igg e Modlerate  ® Rot Serious
. M . oo
GLBUILCI - - - 480 w94 — SEVEFE
. . ool
CREAT . hd 270 40
'_';'Gcg . v 9 1o 14
REC . . . 223‘?_ 1333 Murreric Findings with High or Low Reference ?
PLAT 83 21
WEL i n 220036 A High
AP . 2.5mm71
BUN . 22 2.7 * harmal
o . . . 2410 660
& 3 E b Shws WA
o n 134 437
7] . ! s
. . d . .
o v v . 110 01s Mumieric Findings without Reference values
e v § X . 0w 0.3
URATE Wital Signs + Outlier
R s s . 1200 L62 ) _
¥ e & o & @ s s 8 @ . GIomas = Within 1.5 xIQR of Median
éﬁgg . 8 s . 80 . . ELT ]
Ho
1] T 14 21

Study Day




INTERACTIVE MODERN DEMOGRAPHICS TABLE REPORT

[ Distribution Details I Treatment Comparisons | Demographic Tables | 1= Data Filter

4 ~ISubject Population by Treatment [ Clear ] [Start O?Ef] [Fa‘-'ﬂfitﬂ -
Race = ASIAN Select [¥] Show [¥] Include
15 matching rows
Planned Treatment for Period 01 Count| % of Total l:l Inverse
MIC 15 8 53.3%
Placebo 7 46.7% =26 = Age =76
All 15 100.0% i i
887 rows have been excluded. [E] Sex (2]
4 =ISubject Population by Age [ F Il ] |
Race = ASIAN 1] Race (4)
Planned Treatment for Period 01 ASIAN (15) :
NIC.15|  Placebo All BLACK OR AFRICAM AMERICAM (13
Age [N 8 7 15 OTHER (50}
Mean 45.00 5486 4960 WHITE (599)
Std Dev 15.92 15.57 16.02 E
Min 28 26 26 =l planned Treatment for Period 01 (2]
Quantiles25 Eil u“ El | iz I Placebo |
Median 42 56 47
QuantilesT5 55 6 65 (™ Safety Population Flag (1)
Max 76 69 76 |

¥ |

887 rows have been excluded.

= Intent-To-Treat Population Flag (1)
4= Subject Population by Age Group [ ¥ |

Race = ASIAN = COMPLETED (2)
| o | 1 |
Planned Treatment for Period 01
NIC.15 Placebo (= RANDOMIZED (1)
Age Group Count| Column%| Count| Column% | Count| % of Total [ 1 |
Age 39 or younger 3 375% 1 14.3% 4 26.67%
Age 65 and older 1 125% 3 129% 4 2667% = Screen Failure Flag (1)
Age between 40 and 64 4 50.0% 3 429% 7 4667% [ N |
All g 100.0% 7 100.0% 15 100.00%
| ano |[ or |
887 rows have been excluded.

PPNy, Loal Lo &
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REPORT LISTS: STANDARDIZED WHAT TO ANALYSIS

Current Study: 1 Current Review: [Medical. Monitaring ']3 Save

-Reports - selected Reports
Click a Category: 2 Click to Select: 2
. it Demographics Distributior
_____________________________ Manage Studies
[ g ] Iﬂhl Adverse Events Distribution
Demographics and Visits Hﬂh ) T
Int i Interventions Distribution Copy
nterventions e . .
Events |Check Required Variables| % Findings Time Trends - Labs
Findings Eﬂ[ Domain Viewer ] % Findings Time Trends - Vital Signs Move D
: ove Down
Standard Reports : f{ﬁ Hy's Law Screenin
Motes Viewer ¥ g
Subject Utilities Eﬁ [ ]

Risk-Based Monitoring
Data Quality and Fraud

Pharmacovigilance

Pattern Discovery
Predictive Modeling
Subgroup Analysis

[C] Create review package

Include study data in package

P-Value Operations

Statistics Utilities
SAS Data Set Utilities




REPORT LISTS: STANDARDIZED WHAT THE RESULTS ARE

File Edit Tables PRows Cols DOE  Analyze  Graph  Clinical  Tools  Wiew  Window  Help
£ _. % a3 | T @ QA+ ESO0 O

4 Review Medical Monitoring
for Study Nicardipine

[1. Dermographics Distribution ]

[2. Adverse Events Distribution ]

[3. Interventions Distribution ]

[4. Findings Tirne Trends - Labs ]

[5. Findings Tirne Trends - Wital Signs ]

[ﬁ. Hy's Laww Screening

Connected to 5385 Server "Local”, i




REPORT LISTS: INDIVIDUAL INFORMATION LIST
PATIENT PROFILES

Qutput Description General }Demographlcs \ Tablesl

<4 = Profile < Demographics

Subject Age Sex Race Site Arm  Study

11016 WISIT Wisits 11011 2T F WHITE 01 MIC .15 MICSAHL
w2t - RN
' Exposure A "
191010 - - O 40 Review Status
331001 RANDOMEZED Disposition 11011 Status:
t | Unrewviewed »
341002 CRECovERY .
423007 A= i i
142004 Fypgtension Adverse Events Medical History
YErdOse
Lethargy
451019 “asoconstriction —
Blood lactate dehydrogenase i, ALLERGIES .
D Templates Hypkalsemia
Urinary tract infection
OTHER MEDICAL CONDITION .
P Data Tables DEXAMETHAS ONE Concormitant Medications
FERTANYL . —_— .
MEPERIDINE . HEADACHE .
MORPHIME 3
PHEMOEAREITAL g VOMITTNG
Create Report POTRSSIUM SUPPLEMENTS = . .
RANITIDINE :
Create Narratives ACE}@&I%?O%EEIH -
— e s s s s =
- DIAZERAN -5 0510 20 30
Create Subject Filter PRIAEAR - . 105 200 A
QRSDUR. . g1 30 Legend
QTMEAN . . 3068 W 400
FTMEAN e 320 350
aboratory Test kesults Adverse Events
Clase All . . . 33 4.4
SODIUM 2 = B e Ml # Serious
ALT
if; . v . %g igg e Modlerate  ® Rot Serious
. M . oo
GLBUILCI - - - 480 w94 — SEVEFE
. . ool
CREAT . hd 270 40
'_';'Gcg . v 9 1o 14
REC . . . 223‘?_ 1333 Murreric Findings with High or Low Reference ?
PLAT 83 21
WEL i n 220036 A High
AP . 2.5mm71
BUN . 22 2.7 * harmal
o . . . 2410 660
& 3 E b Shws WA
o n 134 437
7] . ! s
. . d . .
o v v . 110 01s Mumieric Findings without Reference values
e v § X . 0w 0.3
URATE Wital Signs + Outlier
R s s . 1200 L62 ) _
¥ e & o & @ s s 8 @ . GIomas = Within 1.5 xIQR of Median
éﬁgg . 8 s . 80 . . ELT ]
Ho
1] T 14 21

Study Day




REPORT LISTS: INDIVIDUAL INFORMATION LIST
PATIENT AE NARRATIVE

Subject: 101004

Randomized Arm: NIC .15

Investigator Name: 101A

Drugs and Doses on Day of Event: On Treatment

Serious Adverse Event (coded term [reported term]): CONMA [COMA]

subject 101004 was a 48-year-cld white female. Her medical history included focal defict
associated with sah (1988), headache associated with sah (1988, loss of consciousness
associated with sah (1988), vomiting associated with sah {1988), other medical condition {1977,
and allergies (start date unknown). The subject discontinued the trial on 31TAN 1288 (Day 4) due
to death.

Cn 28JAN1988 (Day 1) the subject expenienced a coma (severe) which was considered a serious
adverse event (SAE) Though the event was considered serious, no reasons were provided on the
case repott form. The subject was on treatment when the event ocourred. It 1z not known from
the case report formn if therapeutic measures were administered to treat the event.

Adverse events that occurred within a +/- 3-day window of the onset of the SAE included brain
oedemna (mild), hydrocephalus (severe), hyperglycaemia (mild), hypotension {(severe),
intracranial pressure increased (severe), subarachnoid haemorthage (severe), and
vasoconstriction (severe). Concotnitant medications taken at the onset of the SAE included:
docusate sodium, phencbarbatal, potassium supplements, and ranitidine.

The investigator considered the AE to be related to study medication. The event ended on

jmp A1TAN198E (Day 4) with a final outcome of recoveredfresolved. .
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RISK BASED MONITORING (RBM)
})

Transu erate

ARM 1 INC.

Position Paper: Risk-Based I\/Ionitoring
Methodology

Current On-site Monitoring practices are frequency-based, conform to a prescribed monitoring visit
schedule, and provide generalized quality control at investigational sites. Although this practice does

provide a level of control, advances in risk-based approaches and technology provide an opportunity for a
more holistic and nraactiva annraach thranianh Nff_eita and Cantral Manitarina and a tarnatad annraach tn

on-site Monito RBIM employs Centralized and Off-site mechanisms to
e o2 ' monitor important study parameters holistically and

entirely. Trans

processes fon s o5 gadaptive On-site Monitoring to further support

monitoring. Th

mechanisms tegjte processes, subject safety, and data quality.

further support site processes, supject sarety, and aata quaillt




INTERACTIVE GRAPHICS: RBM

RISK INDICATORS: TRAFFIC-LIGHT SYSTEM AT SITE (OR COUNTRY) LEVEL

< s5nces Study Site State Ovwerall Risk Ovwerall Risk Overall Risk Ovwerall Risk Overall Risk
(= Identifier | Country City or.. Monitor Indicator Indicator... Indicator... Indicator... Indicator...
. 101 US4 MewYork WY Monitor 0.518 0.441 005 0607 D603
. 202 US4 Orlands  FL MonitorF 0.257 0.637 0448 0218 0.047
. 3 03 US4 Indianapolis N Monitor E 0.127 0.205 0.497 0.000 0.069
. 404 FRA  Paris lle-de Monitor 0.522 0.535 0.027 ao00 01
© S0 mA Mo Lomp Montor |20 28] 0 20 e
. 6 06 US4 Philadelphia PA  Monitors | 1443 248 1289 nooo 1431
. 7T CHM  Guangzhou Guapn Moritork © 1367 1682 1107 o000 1708
. g 08 GBR  Birmingham Birmi Monitor) 0593 1149 1082 0.000 0.435
. 3 09 CAM  Montreal  Queb Monitor & 0.301 0.400 0629 0356 0.178
. 10 10 US4 Baltimore  MD  Monitor G 0.287 0.687 0.432 0.000 0.158
. 11 12 DEU  Berlin Berlin Monitar H 0483 0881 1346 0,008 0.299
. 12 14 CAM  Taronts  Ontar Monitor & 0.437 0552 08s0 1368 0,000
. 14 17 US&  LosAngeles CA Monitar C 03r0 1072 0.327 0.000 0.151
. 15 13 PN Osaka Osak  Manitor L 0.529 0548 115 09 0556
e 1 (CON  Ottows Ot Momiora [MMNGIE e em imum
. 17 20 FR&  Marseille  Prove Manitarl 0.152 0,286 0382 0.027 0.088
. 18 71 ESP Barcelona  Cata] Monitorl 0379 0,420 0,169 0.000 0.520
. 19 12 CAM  Calgary  Alber Monitor B 0508 1209 0058 0067 0.381
. 20 13 US4 Chicage 1L MonitorE 0.174 0.136 0095 02 0.183




INTERACTIVE GRAPHICS: RBM

RISK INDICATORS: SUGGESTION ACTION

I[=/Study Site Identifier 4 (x/Label 4~ |Category 4~|Recommended Action
36 5 i ] . N "
y Overall Risk Indicator Manually Entered 1 Overall 12 Schedule onsite monitor visit,
4
3l & i ) Cantact site principal inve stigator for overdue queries, 10
Owerall Risk Indicator Enrollment 4
Ell E Manually Entered 21
Assess site resources, Contact site coordinatar, 4
Owerall Risk Indicator Disposition 11 - - i i
Assess need for additional staff training, Contact site coordin
Enrallmient 4 1
ator,
Overall Risk Indicator Adverse Events 10
Assess data rernotely, Schedule onsite ronitor visit, 25
Dispaosition 1
i i 12 AT
Rl A Assess data rernotely, Contact site principal investigator, 2
&y Owverd i Randomized . ‘
S\.f;ragte verdus Queries per fandomize 10 Hnsepeas 0 Assess data rernotely, Contact site coordinatar, 3
ubjec

Choose Risk Lewels
[ Green

[¥] ellow

Fed
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INTERACTIVE GRAPHICS: RBM

RISK INDICATORS: MAPS

00 M-
50% M ’
0" M-
50° 5
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INTERACTIVE GRAPHICS: FRAUD DETECTION
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INTERACTIVE GRAPHICS: FRAUD DETECTION
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INTERACTIVE GRAPHICS: ADVERSE EVENTS
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INTERACTIVE GRAPHICS: ADVERSE EVENTS
AE DISTRIBUTION
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INTERACTIVE GRAPHICS: ADVERSE EVENTS
AE INCIDENCE SCREEN BUBBLE PLOT
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INTERACTIVE GRAPHICS: FINDINGS
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INTERACTIVE GRAPHICS: FINDINGS
HY’S LAWS
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