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Introduction

What do you do when you want to test the analgesic effect of a novel study drug?
- Induce pain in health volunteers

Paincart®: Comprehensive battery of tests to assess the efficacy of analgesic compounds by
administering a wide variety of pain stimuli including thermal, electrical, chemical and

mechanical pain. Thermal Pain Cold Pain Electrical Pain
Thermal Pain Thermode TRPV1 (>42°C, capsaicin) Goal
IREYEoIit)  Reduced perception of pain with administration of novel study drug?
Electrical Pain — Single Transcutaneous Electrodes By-Pass Nociceptors _ _ _ '
Electrical Pain — Multiple Transcutaneous Electrodes Central Summation/Wind-Up * Phase 1 trials mlght be submitted to FDA and therefore need to be converted
Tourniguet Pain Pneumatic Pressure Deep Muscle Nociceptors from Source data to SDTM and ADaM
Cold Pressor Cold Water Bath (1°C) TRPV3 (<17°C)
Inhibitory Conditioned Pain Alternating between Cold Pressor Test and Supraspinal Inhibitory Control over Chal Ienges:
Modulation Electrical Pain Test Ascending Pain Stimuli e No known SDTM domains to store this information
CereRlEln-ielEse efpie!} CEIpEElIBia &It UINSmoLE IEMIGEUE, RS « Therapeutic Area User Guides related to patients suffering from chronic pain,

yperaigesia while this study uses healthy subjects

UVB Hyperalgesia UVB Irradiation and Thermode Inflammation
S O u r C e VonFrey registration form for protocol
] Subject Nr
Informati llected 19 diff t CRF forms: | istrati oucason
nrormation coilectead on lmeren orms. PainESTBurst registration form for protocol Protocal Thme .
Subjed Nr Event nr D Y D .
Occasion (TP) = Scheduled timepoints only, (EV) = Un
Forms fo r: RemoveCapsai registration form for protoco Protocol Time . b bt h o m VonFrey Perform Von Frey test. DD "UMIOAN LY LY st(h b Sumim,
. . . . Subject Nr PainESTBurst  Perform electrical stimulation pain task - _I__=__L_L__~_ L_at__L_‘_ L ReasonEvent What is the reason for this event? () 0 (Extra measurement: Eligibility for inclu
o Ad ' ' I t t f P Ag t repeated burst (O 1 (New measurement: Screening expirec
I n IS ra I O n O a.l n e n Occasion L () 2 (Extra measurement: Safety)
. . Protocol Time h m ElecBurstPDT Electrical Burst Pain Detection Threshold  + o_MA () 3 (Former measurement: Reserve subjec
® R t t P g t 4 (Extra measurement: Iél' ibility for dosii
e a.C I O n O a.l n / \ e n RemoveCapsai Removal of capsaicin cream from target - - at - ElecBurstPTT Electrical Burst Pain Tolerance Threshold + o___MA 8 5 EN oW measurement-IOril:inal :,neasurer
" " area on dominant volar forearm after 30 correct '
) P al n Stl m u I u S R eS po n S e minutes. VASeBurst VAS pain (Electrical Burst Tolerance Test) + «___mm 0 :c ()Other Deecribe in note)
Apply_Capsai registration form for protocol Painintolera Subject indicating intolerable pain after (] 0 (No) [JJ 1 (Yes. Event) VE N North spoke N .
— . . . . . . 7 - . . -
: E - CERBRICK ScWIANon S SOMenig | PainCold registration form for protoco
Subject Nr | \ VF_NE North-East spoke Ho e
Occasion . Q : . Subject Nr S I ) ) e
senNormBack registration form for protocol VE_E East spok .
Protocol Time | | |\ J L I h_J _m €g P Occasion L - ast spoke +
Subject N Protocol Time h m N .
Apply_Capsai Application of 1% capsaicin cream to 3x3 - - at : . : VF_SE South-East spoke L
cm area on dominant volar forearm for 30 Occasion R PainCold Perform cold pressor pain task A0 WMIOAN LY | Y st h Lh s m\m, VFE S South spoke + .
minutes Protocol Time h m -
ColdPDT Cold Pain Detection Threshold + o___seconds K .
Capsai_NRS Score on Numeric Rating Scale (NRS) + " QsenNomBack Perform Qsense heat pain detectiontask | = | =L at_ L L. VF_SW South-West spoke A
after application of capsaicin to target on normal skin (upper back) ColdPTT Cold Pain Tolerance Threshold + «___seconds VE_ W West spoke . .
area. 0 (no pain) - 10 (worst pain ) )
|mag|nab’e) HeatPDT Heat Pain detection threshold + . seconds VASCold VAS pain (Co]d Pain Tolerance Test) + o___mm VE NW North-West spoke " .

SDTM Challenges with creation of custom domain: XP

Main guestion: What goes where? . FeinCald rgisloation foim for protonel CHDRZ202 Creation of correct categories
Subject [NOT SUBMITTED)
Occasion L i --------------- ' .
o _ _ Protocol Time ‘N‘ OEiM% XPCAT  Iset to "HEAT PAIN" when CRF form contains "Qsen”.
Administration of Pain Agent: AG S TS . Otherwise, set to "PRESSURE" when CRF form contains "PainCold" or "PainPressure".
Reaction to Pain Agent: FA or SR i — - - R, *_I_I_«__seconds XPORRESU | Otherwise, set to "ELECTRICAL STIMULATION" when CRF form contain "EST".
Pain Stimuli R . C d 0 XP Ry O T T *LLL_«_seconds KPORRESU] Otherwise set to "VON FREY" when CRF form contains "VF" or "VonFrey".
aln tlmu I esponse. UStom Omaln o _Vés?o._d_ B ~V:\S—piin—(ci)0d Pain Tolerance Test) H__J_o__mm XPSCAT Setto "COLD PRESSOR" When CRF form Contains "PainC0|d"_
XPSCAT - COLD PRESSOR Otherwise, set to "ELECTRICAL BURST TEST" when CRF form contains "Burst".
XPMETHOD = VISUAL ~ ~ ' Otherwise, set to "ELECTRICAL STAIR TEST" when CRF form contains "Stair".
AG (Procedure Agent) Apply_Capsai registration form for protocol CHDR2202 when XPTESTCD = VAS Otherwise, set to "PRESSURE PAIN" when CRF form contains "PainPressure".
Subject Nr [NOT SUBMITTED) . Otherwise, set to "CAPSAICIN SKIN" when CRF form contains "Caps".
S — tNOIjU_?,,%EPD—h Otherwise, set to "NORMAL SKIN" when CRF form contains "Norm".
Apply_Copesl  Applicalion of 1% capesicin creem 1033 (DD - LAY sttt 1n At (NGDTE] XP (Paincart Assessment)] PainESTBurst registration form for protocol CHDR2202 Otherwise, set to "UVB BURNT SKIN" when CRF form contains "UVB".
EreRa Subject Nr (NOT SUBMITTED] Otherwise, set to missing.
c s FAORRES| S el o )
apsal_NR Score on Numeric Rating Scale (NRS) Ho e — Protocol Time L L 1 | L I | h . m XPTPT . - . .
ot scon ol e e | o M,m& Q_l T — Grouping of same tests and using correct and consistent terminology
o ASDOSFRN = SREAM. GTESTCO=POT | KPTEST] XPORRESU |
s WP RO, \ Most reactions to pain stimuli are measured as:
_— XPTESTCD = VAS _ | : .
AAG (Findings About Procedure Agents) eBurst VAS pain (Electrical Burst Tolerance Test) + o__mm __
; ; : Remongatpsai] registration form for protocol CHDR2202 o _V_As_a_u ________ S | . * Paln DeteCtlon ThreShOId (PDT) E Wi PDT T
St [NOT SUBMITTED] XPSCAT = ELECTRICAL BURST TEST _  Pain Tolerance Threshold (PTT) XPTESTCD COLDPTT o
Oceson L. N Pl o T - XPTESTCD VASCOLD VAS
= . when XPTESTCD = VAS ' * Visual Analogue Scale (VAS) XPTESTCD ELECBURSTPDT  [PDT
Rl v sesr ot e e e XPTESTCD ELECBURSTPTT _ [PTT
minutes. XPTESTCD VASEBURST VAS
Painintolera Subject indicating intolerable pain after () 0 (No) (] 1 (Yes. Event) ‘XPTESTCD ELECSTAIRPDT PDT
EATESTCD = l:’:gfl i i XPTESTCD ELECSTAIRPTT  [PTT
= Intolerable Pain After Administration ‘XPTESTCD VASESTAL VAS
FATESI~ Wi Pl A |
XPTESTCD PRESSUREPTT PTT
XPTESTCD VASPRESS VAS
XPTESTCD CAPSHEATPDT  |PDT
XPTESTCD HEATPDT PDT
XPTESTCD UVBHEATPDT PDT
XPTESTCD VF THRESHOLD |PDT
XPTESTCD VF N VF N
XPTESTCD VF NE VF NE
XPTESTCD VF E VF E
ADaM Challenges
From the SAP the ADXP needs to contain: *  Creation of uniqgue PARAMCDs
Change from baseline of measurements within 48 hours after dosing for: Concatenation of:
_ _ "EBT_" and XP.XPTESTCD when XP.XPSCAT contains "BURST".
* Pressure Pain (PDT, PTT and VAS) "EST " and XP.XPTESTCD when XP.XPSCAT contains "STAIR".
o Heat Pain (P DT and VAS) "C_A "and XP.XPTESTCD when XP.XPSCAT ="CAPSAICIN SKIN" and XP.XPLOC ="VOLAR FOREARM".
. Cold P PDT PTT d VAS "N_A_ "and XP.XPTESTCD when XP.XPSCAT = "NORMAL SKIN" and XP.XPLOC ="VOLAR FOREARM".
old Fressor (PDT, PTT an ) "N_B_" and XP.XPTESTCD when XP.XPSCAT = "NORMAL SKIN" and XP.XPLOC = "UPPER BACK".
 Electrical Stair Test (PDT, PTT and VAS) "U B "and XP.XPTESTCD when XP.XPSCAT = "UVB BURNT SKIN" and XP.XPLOC = "UPPER BACK".
o Electrical Burst Test PDT. PTT and VAS "COLD_" and XP.XPTESTCD when XP.XPSCAT conta_lns "COLD".
. _ _ ( ’ ) "PRES " and XP.XPTESTCD when XP.XPSCAT contains "PRESSURE".
° Conditioned Pain Modulation (PDT and PTT) "CPM” and XP.XPTESTCD for Conditioned Pain Modulation derivation.

= Change from electrical stair pain pre- and post-cold pressor « Derivation of Conditioned Pain Modulation (CPM)

3.1.2 Conditi d Pain Modulati CPM) R . . . . . .
enditioned Pain Modulation (EPW) Response  Making sure post electrical stair test was done within 5 minutes of cold

Conditioned pain modulation (CPM) response is quantified by calculating the difference of pain

detection (PDT) and pain tolerance threshold (PTT) of the electrical stair pain test, directly after the pressor test
cold pressor pain test, and the electrical stair pain detection and tolerance thresholds prior to the cold ] ] ] ]
pressor pain test. « Matching pre and post electrical stair test to calculate difference
e Conditioned Pain Modulation Response based on PDT = electrical stair measure post-cold ° - : - : -
rossor - olectical Staif measure prior G0l preseor Creation _of e_xclu3|on flag for post electrical stair test after it was used for
« Conditioned Pain Modulation Response based on PTT = electrical stair measure post-cold CPM derlvathn

pressor — electrical stair measure prior cold pressor

* Merging timing variables from post electrical stair test to CPM record

The calculation is done only when electrical stair measure is done within 5 min after the cold pressor
test. Otherwise it is set to missing.
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