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http://www.foundationforwomenscancer.org/
http://www.clinicaltrials.gov/
http://mdanderson.org/gynonctrials
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A clinical trial is defined as a “carefully
and ethically designed experiment in
humans with the aim of answering

some precisely framed question”

Rk (T BRI A IN-ER I L TRE T 51-
HIZ. BENDGEBMIZT A SN, AEXRELT-
EERTHD

- Sir Bradford Hill, 1962

Father of the modern clinical trial — conducting the first phase lll study linking
smoking and lung cancer
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¢ = “Umm..What's a Clinical Study?” g
* Research study that directly involves patients

BEICEEMDIHAERARTHS
* Focus is improvement in health care — screening,
prevention, outcome
BRIERERDRI)—=2T  FRh. BENRGED
EEODRETHD
* Despite being “new” trialis at the tail end
of a long investigative process
— Paclitaxel: /X9 ARxXE)L
* Discovered 1967 1967 (R RIS f-
* Clinical trials late 80’s ERIREAER (XS0F K ZF
* Standard care mid 90’s EFEIXO0FERKF (X
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BAREBROBREKRERICOVLVTOETA
https://www.youtube.com/watch?v=UFGb8nQkES8c

Understanding
Gynecologic Cancer

Clinical Trials
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@ EEEE, Clinical Study Anatomy: “PROTOCOL" =
ERERBTR D& & (#:&) -T70ka—)L )
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e Investigators and Study Team s\
MREEHAEF—L

e Objectives BH#
e Endpoints TURRAR(EIEDEE) /[

e Rationale #RB#L (i
e Eligibility criteria #E&E#E

e Study desigh #METH A

e Toxicity Modifications H4NDIEIE
e Statistics ##&t
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¢ ==  Clinical Study Anatomy: Where?
ERERTAR DR (HEE)  ECTTO?
e Large cancer center AAtELFZ—
* University hospital XK=&l

* Local medical center or physician’s office
Hhig D ¥ & Rl PR R
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¢ ==  Clinical Study Anatomy: Sponsors st

ER KRBT DR (181E) : AR Y —

®
 Pharmaceutical Industry ##FE&it T]OCI}ARL
* Government: NCI/CTEP EiF ] TITUTE
— Cooperative groups — NRG-GOG . NRG
— Competitive Grant: SPOREs, PPG, RO1, R21
— DOD ONCOLOGY
o PrOfeSS|Ona| SOCletleS %Fﬁ% 7]’]13 S Advancing Research. Improving Lives.
— American Cancer Society r
— ASCO
 Foundations BfHl
~ FWC FOUNDATION FOR
— OCRFA W\,\MEN’S CANCER
— GOG-Foundation Gynecologic Cancer

Awareness ¢ Research * Education

* Local institution #hJ5 MRS
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- Clinical Studies — WHY?
ERREIE — ESLTHTH DM ?
e Because...until curative therapy is identified, no one should be satisfied
with the standard of care
BEGL RAZTBIEEAARENADONDLET EEREICHRET HNETIEEL
e Yet...the standard of care was defined by a series of clinical studies and

given point #1, we need unambiguous data to develop new “standards of
care”

BEOBELCE—EDRRARENCLGY  RAUEEEZNS, ABIEHLIVEAEDR A
/’5! MEICERESE A=, EHELGT—3DNLETHS

e Trials have profoundly improved life expectancy
ERARERER ICKY EHRMIEIKIBICHEZIN TS
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Clinical Studies — How?
RS — EDLDITITODM?

Phase | Phase I Phase |

Goal | Toxicity = | Efficacy = Standard of Care

SRRDIFLEL
Size i + ++ T
Process Cjofr‘g”s Staged Randomized >4 Lik
ST IR Limited -
Eligibility it Open B Restricted #|BR
# of Trials . it +
HERDH
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Clinical Studies - a Primer

Phase |

First study after preclinical

Goal| Toxicity evaluation

1° Objective — establish dosing

Size * and side effects

Process| Cohorts Often open to several cancer

types
Eligibility| Open 3-6 patients/cohort

Pharmacokinetics/dynamics

# of Trials +++
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Clinical Studies - a Primer

Phase I

I° Objective — Efficacy =l B L L b
Patient eligibility D3 IE FHE A

more restricted /3521

e Two stage recruitment

of 40-60 patients BED2BRKEOEE
Staged May be “randomized” EPZ.#X (4

Much larger trials: 3{E2O 111
Limited Not Phase lll’s ARB Tl

Goal Efficacy

Size

Process

Eligibility

# of Trials ++++
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Clinical Studies - a Primer

Randomizes between Phase |l

“new” vs. standard

therapy. “Standard of Care”
Goal SAROIEEL
oy Usually 200-1500 pts F44+
MRS Rondomized after Randomized
iaibil agreeing to participate
Eligibility Restrictedsim =
B

Used'for FDA approval

# of Trials +
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¢ == Phase lll: Olaparib Maintenance Trial pem=t=

SE3MEHER A S5/\)T AT FUREE

e  Histologically or cytologically confirmed Olaparib PO 400 mg bid
serous epithelial ovarian cancer

HHBFHB LSRR ENICEENn LR
IR RE

* CR/PRto 2" or 3™ line platinum based
chemotherapy (penultimate treatment-

free interval > 6 months)
TSFFR=RADtEHURSA20H LT —F

until disease progression
#5317 #0400mg1 B2[E]
BRDIEEET

N =136

7’(/0)1[:%%1%175%%%/115 \%Ijj L»T_ Placebo
H
£0 (F5F+ BAIEEAL TR until disease progression
sRALE) —
75tR
¢ BRCA mutation not required BRDEEET
BRCAZE R DA MIFEAFRL< N =129
Primary end point = PFS (RECIST)
T34 IVRRAVMNIFRIEEEFHR
N = 265 Ledermann, N Engl J Med 2012
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_— SRR  FEBLERE AT A RERLY: A
Phase Ill: Progression-Free Survival &&&S

FZ/0) 7 T 7R
Olaparib Placebo

ational Cooperative
Gynecologic C:

]
.g 1.0 - No. of events: Total patlerlts (%) 60:136 (44.1) 93:129 (72.1)
c BRE L 71)\*5( BETAZ (%)
o 09+ Median PFS ggont s) 8.4 4.8
& 0 8 qzi/jo) E/L,\EE?_HHFEﬁ (H)
I\g‘; E 0™
15 &  07- Hazard ratio 0.35 (95% Cl, 0.25-0.49)
o
Y @ 0.6 - P<0.00001
c
Ty @ 054
)
= Y TERE LA
[T
@ o
0.3 -
c
= g
= = 0.2 .
AL © Randomized treatment . N
B 2 o01- Placebo 77t ReRELEA
a == Qlaparib 400 mg bid
0 T T T T T 1
0 3 6 9 12 15 18
SHER 45 oh @_&Lr% (ANED Time from randomization (months)
At risk (n) 7 v X Lbh o A (B)
Olaparib 136 104 51 23 6 0 0
Placebo 129 72 23 7 1 0 0
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BEI3MEHER : BlERE GOG213

Phase lll: GOG 213

ABREAM : 2007/12/6 - 2011/8/28

Schema: 12/6/07-8/28/11
Surgical ﬁﬂ : . N

Candidate £ | R Fl Sﬂffno()j/; fi
Wormen with g i[5 ﬁ'; o i N B
recurrent | A of Care
ovarian, D N
peritoneal /| YES I'\O.r'l /1D
primary or g ) /
fallopian tube / | \{ S No 0
cancer and a | Z urgery M
treatment E é L VAR
free interval F4MT
great than or Lo E New Treatment
equal to 6 ' NO
months.

HEBROIRE
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- BRINE - B - INERE
- BIEEEL 564 BLLE
BELTLAW

Eriko Aotan

FEFMEIER : 2EFHME
Primary Endpoint: Overall Survival
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" GOG 213: Treatment Outcomes
— AWNRTSFU+1\7) %)L
- AIWRTSFUo+ D) AX I+ RN XTT

1.0 ) 0+
o Treatment Group Events Total Median(mos) 10 Treatment Group Events Total Median(mos)
ﬂE S Crb+Tax 304 337 10.4 - Crb+Tax 214 337 373
70N § \ — — — CrbtTax+Bev 296 337 13.8 — ——- Crb+Tax—Bev 201 337 422
ga 0.8 0.8 1
iEi E &
g ¢ w
TGN &b =
n% 0.6 ﬁ £ 0.6 1
&5 2
T_ 8 D H
B .=
| =£|| =
¥ ;éj 0.4 ,:,IJ g 0.4
2
D s AF
T
ElJ 2 0.2 0.2
A =) - .
N
|-
0.0 = T T T T T T 0.0 T T T T T T
0 12 24 36 48 60 0 12 24 36 48 60
Months on Study Months on Study
Crb+Tax 337 125 A0 20 12 5 Crb+Tax 337 303 234 152 69 18
Crb-Tax+Bev 337 201 84 a6 & 9 Crb+Tax+Bev 337 306 253 183 75 28

HR,;:0.61 (0.52 - 0.72), P <0.0001 HR,;:0.823 (0.68 — 0.996), P=0.0447
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s |
: . Sustaining Evading —
Aerobic glycolysis proliferative growth Immune activating
inhibitors signaling suppressors anti-CTLA4 mADb

sl SR EBCTLA-AHLIA

Deregulating
cellular .
energetics * * destruction
Salene .
Proapoptotic Res'sltllng A\ S oSy
BH3 mimetics o WS :
death

Genome

TAXZ—ERE
Enabling Telomerase
replicative Inhibitors
immortality

Tumor-
promoting

\ <€

instability & aa L NPT
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PARP Inducing Activating Selective anti-
inhibitors angiogenesis invasion & inflammatory drugs
metastasis
VEGFFEE f A

Inhibitors of Inhibitors of
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!,GCS fRARAERICOVWTHI > THREZ L E%RG(}S,
What to Know About Clinical Trials... &

* Participation voluntary B 7RSS0
* Clinical trial ERFREERICHZELH D
— Sponsor, funding source z$vH—POELE

— Purpose EHY o o
. . . . . L. . ARIBE CEERE
— Experimental and non-experimental interventions, duration of participation S0 % 0 HIRS

— Terms of withdrawal (including voluntary) ft&oO&E (FEZEE)
* Potential benefits (societal and direct), risks and alternatives fj;\; Léiaf’gm AR
* Costs and compensation Z#m & #RE
* Measures to preserve privacy and confidentiality 774 /\>—»RERIFOHE
* Disclosure of new information #7-&EHROEFET
* Continuous monitoring of safety/efficacy Z&leHRICET 2 MENLE=2Y >

http://www.hhs.gov/ohrp/
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¢ e Comments and Questions | get from Patients

about Clinical Trials
ESARABRICOWT, BEIAPLEINT-BFEPER
e “I’'m not sick enough for a clinical trial...”
[ h7=LIE, BEREEZ T 5(1ZEDHIRTIEA L]
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!,GCS Comments and Questions | get from Patients CANCER INTERGHOU?
CANCER SOCIET a bout Clinical Trials Groups for Clin u‘l'n-h n Gynecologic Cancers
FRARERBRIC DWW T, BESANSEINIBERPER

e “I'm not sick enough for a clinical trial...”
[H7=Lid. BBREERZ =T 21T EDFIRTIEA L]

— Actually, if you are sick, you probably won’t qualify for a

trial due to restrictions in the eligibility
RBRCHBEATRCED > 72 ETNE, BRRROBELEEDFHIBMTERVLESS
e Performance status, laboratory studies, pre-existing toxicity may

impair your ability to tolerate the intended treatment
N7 4 =X YAAT =R, MBRE, §TICELLEWERL LS E. BRNE T 2ERICIMA27-H0hNEERRREE A,
— Clinical trials should be considered while healthy and at
every decision point in care

fEREBRIEI TR BRI Ta<l, BEOINTCOEE TCERINDINETH S,
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¢ ==  Comments and Questions | get from Patients

about Clinical Trials
FRIREER ICDOWT, BEIAIPOEIMMNE-ERCER

e “Which trial is the best?”
[(FACE > T, EDORBARZRTLESH? ]
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—on  COmmMents and Questions | get from Patients CANCER INTERGROU
CANCER SOCIE a bout Clinical Trials Groups for Clin u‘l'n-h in Gynecologic Cancers
FRARERBRIC DWW T, BESANSEINIBERPER

e “Which trial is the best?” (fict->T. LORBHARIFTL LA ? ]

— Since the data are being generated, there is no answer to
this question F—xiEH v 94, CORMICHT2EZIEHY £HA,

— Often it is decided by availability or what is desired by the
patient BB L YT S PEEIANODELICL > TROZZEHENTT
— Physicians can provide guidance as to the study calendar,

schedule of events, potential toxicities, expectations, etc

BIEIAEARE. EZYEEFR. aEMIROEAFRLEICONT
AL TA<NEXT,
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¢ e Comments and Questions | get from Patients

about Clinical Trials
BRERERERICDOWT, BEIAH»SHEHINL-ERCER

e “How are the patients responding on this trial?”
CORBRERIT-BEIADBEIPVTLETA?
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!,GCS Comments and Questions | get from Patients
about Clinical Trials
fRARELERICOWLWT, BEIAPOEIMNI-BREVCER
e “How are the patients responding on this trial?”

CORBERIITCBESADBRIIHVTVETA? o o
— Since the trial is ongoing and has pre-specified statistics as

to what is considered a significant finding, the doctor can’t
provide accurate information — particularly if the study is
being done in more than one setting

— Remember Response Rate = responses/number of patients

ARIETRTHY ., MAFNICHON LHOBELNRDEGEROTVET,
ZD1, ERMIZRPCEELBREEZADIENTEETA, ZLDHBERTITHNTWVWSIHE

5z 5 T95,
BUOHLTLESTYL, E:HR=F=LIEAaEZz2IT-E2EK
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@ T Comments and Questions | get from Patients

about Clinical Trials
EEARRERICDOWT, BEIAPOEIMNI-ERCER
e “| know the trial is randomized but can | pick the

experimental treatment?”

[BEIT T VR LICEIIND EoD > TVETAH, HRERBEICEAT
HEHYZEIETEETIA?
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@ T Comments and Questions | get from Patients
about Clinical Trials
fRAREERICOWT, BEIAPDEINI-ERCER

e “| know the trial is randomized but can | pick the

. ” F,D}$i7/’}?1_\ BlINs e >TWLWETAH,
experimental treatment?” BE o G L T e s h ]

—Short answeris: NO TzxtA

— Remember: the study is being done to determine the safety,
tolerance, efficacy of the new drug, either alone or in
combination with other [usually] standard of care agents

— |t could be worse, the same or better than existing
= fm‘okh\’c Y E-J A
treatment 3. FLWREROREMN - MAM - WREEHNHTVWEDTT
EEE?‘OD BELVLBVON, ALEELRON, £REbERVONEDHLY £FHA,
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Comments and Questions | get from Patients

about Clinical Trials
BRERERERICDOWT, BEIAH»SHEHINL-ERCER

e “If | was your wife, what would you do?”
(b LA BARI-DER S, ES5LETHA?]
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@ T Comments and Questions | get from Patients
- about Clinical Trials
FRAREERICOWT, BETAY OEINIEMPYER

e “If | was your wife, what would you do?” y
(6 LAD BRI OBERS, E5LETH?] . , |
— | usually answer...”it would depend if | loved her...” N\

MIFFZVTWIDEFICEZXET - [RHIRLEZELTWEHLE I NICAD > THET ]
— Most investigators will share their bias to clinical

investigation — usually, they believe the study under

consideration is at least as good as what would be offered
. . Z L OMEEHE IZEERARICH T EEZ ZEZF T,
without a trial 2o commzrsEmEas>nchs < & bBEDRELRL
. . KSBLRVWHEDEELTLET, i
— Many believe in the motto | opened with...
ZLDADFIDEFEOD>EY P—ZELTNET,
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CERHYMNEITETNEL!

Thank You!

rcoleman@mdanderson.org
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