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Clinical Outcome Assessment (COA): Glossary of

Terms
Animal Model Qualification
P[CQIEW f SHARE in LINKEDIN @ piniT = EMAIL = PRINT
Clinical Qutcome Assessment
Qualification Program Adequate and well-controlled (A&WC) studies — These are studies used to support drug marketing
authorization and intended to provide substantial evidence of effectiveness required by law to support a conclusion
Biomarker Qualification Program that a drug is effective (see 21 CFR 314.126). Other studies are termed exploratory studies. This distinction

depends on multiple features of a clinical study design and is not necessarily determined by any single aspect of
study design. Such features include the nature of the primary endpaint or the rigor of control of the Type | error

Resources for You rate. An ASWC study can have exploratory elements without becoming an exploratory study. The prospectively
planned analyses that will support an effectiveness claim should be carefully planned and designed with rigor. A
« COA Recommended wide variety of other analyses (e.g., exploratory endpoints and post hoc analyses) may be examined with less
Publications assurance of control of Type | error rate and can suggest directions for subsequent studies

.

COA Frequently Asked Adverse events — Symptoms or signs related either to the disease or to the freatment (therapy) for a disease

-~ — - Questions
— — — — —
[ ) \ N — L Study Endpoints Team Assessment(measure) — An assessment (or measure) is an evaluation of some aspect of a patient that results in
— S n a recorded datum

Biological marker (bicmarker) — A characterisiic that is cbjectively measured and evaluated as an indicator of
normal biological processes, pathogenic processes, or pharmacologic responses to a therapeutic intervention.

Clinical outcome assessment — A COA is any assessment that may be influenced by human choices, judgment,
or motivation and may support either direct or indirect evidence of treatment benefit. Unlike biomarkers that rely
completely on an automated process or algorithm, COAs depend on the implementation, interpretation, and
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 Clinical Outcome Assessment

— A COA is any assessment that may be influenced by
human choices, judgment, or motivation and
may support either direct or indirect evidence of
treatment benefit. (FDAD E )

- BT DAERR

 PRO: Patient-reported outcome

e ClinRO: Clinician-reported outcome
* ObsRO: Observer-reported outcome
e PerfO: Performance outcome

— COAM1EFRLELTDPRO

— PROM12&LTMDQOL
(3 AUNEHROL: Health-related quality of life)
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FBEI®RS D LA (PRO)

PRO(Z. [BFEODOMEZFICDOVT, BEREVMOEDEREITET . EBFHNSEEESNIBEORBIRECEATZIIN
TORETHD] EEBSNTUVET (ISPOREBAZLDT—F >IN —TDRICED) . L<ERAETNBPROEL
Tlx. AR TERFHECAL S NS [MD Anderson Symptom Inventory: MDASI] 12, QOLFH@ICALYSNS
[EORTC QLQ-C30] RrENLEITBENET.

(FDAICKDER)
A PRO is a measurement based on a report that comes from the patient (i.e., study subject) about the
status of a patient’s health condition without amendment or interpretation of the patient’s report by a
clinician or anyone else. A PRO can be measured by self-report or by interview, provided that the
interviewer records only the patient’s response. Symptoms or other unobservable concepts known only to
the patient (e.g., pain severity or nausea) can only be measured by PRO measures. PROs can also assess

the patient perspective on functioning or activities that may also be observable by others.
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* ClinRO: Clinician-reported outcome
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* https://jcog.jp/doctor/tool/pro_ctcae/

JCOG

Japan Clinical Oncology Group
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TOP > Wizt - ERBFREOETAAT > HRAY-IL
> PRO-CTCAE™(version 1.0)Patient-Reported Outcome (PRO) Common Terminology Criteria for Adverse Events (CTCAE)

I PRO-CTCAE™Z 5\

EE, EEMREOBRARICE VT, EREICESZTY FALREL T TRE BEERICL ZERNFME. 4 bH5Patient-Reported
Outcome (PRO) MEBEMHEBESN TSI F L (FDAGuidance for Industry 2006 1) %) o PRO-CTCAEIR. C D& XA EH ALK
HROBEBERFEIGEAL. SVERECHEORBVWI L —T« X7 E2IT5HEATLEMETZ 2B LT, KENCIOH
R (FAFAKRE: Ethan Basch) Ik > THEIhE L.

PRO-CTCAEIZ. BEFDCTCAEZIED LD DPRODEXRZZEAL. BEOBCHEICL LIV THEBREREAETEZVRATLY—ILTY
(http://outcomes.cancer.gov/tools/pro-ctcae.html) .
201159A8IZJCOGEEZR & THEB I N/-PRO-CTCAED BAEIRA LU FICTR T NCIOWebsite T201TE2B ICAME N E L.

1) Guidance for Industry Patient-Reported Outcome Measures: Use in Medical Product Development to Support Labeling Claims

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/UCM193282.pdf

| pro-creap™~-—v

https://healthcaredelivery.cancer.gov/pro-ctcae/

I PRO-CTCAE&trade™HAGEMD X7 > a— F (PDF) [%

https://healthcaredelivery.cancer.gov/pro-ctcae/instruments/pro-ctcae/pro-ctcae_japanese.pdf

I PRO-CTCAE™ DRI A DT

NCIEDREThTULWEERAZEORIBUTOLEDTY,

hYFERIT —>

NCI- PRO-CTCAE® ITEMS-JAPANESE

Item Library Version 1.0

As individuals go through treatment for their cancer they sometimes experience
different symptoms and side effects. For each question, please select the one
response that best describes your experiences over the past 7 days...

NADRBERTTVSHIE. LELERZIERCEOBEREZERNVLES. ThTh
OEMERICOVT, BE7HMISEAThOEREZBRE LN ESH, FLBRTAES
&, TOERNEQOBEL >fzpr, £2L3EFOERICE LTS LBDASEEE 108
RLTLEEW,

1. PRO-CTCAE® Symptom Term: Dry mouth
ADRDEX
a. ZO7RAOMT, OOPOEEEZ—FOLVETYORETLEN?
0E5W5ZEid |0BE 0 PEE o EE 0 EHTHE
Rhrodt
2. PRO-CTCAE® Symptom Term: Difficulty swallowing
BABHRIAZT W
3. ZOT7THDMT, BEERKIAZII WL ER—FO VB TYORETLEN?
0 &3N3 kik | 0ER 0 PEHE 0 EmE 0 EHTHE
Ripot
3. PRO-CTCAE® Symptom Term: Mouth/throat sores
0O DR O 2
a. ZOT7EOMT, OOPRIEOBRII—FO LV TEOBRETLEN?
0F3VI L |0 EE 0 PBE o mE 0 EHTRE
RPpoTe |
b. ZD 7 ADMIZ, ODOPROBHRITILEDBRESFEADEFOHFFIZRYELER?
0 £#RbRbo [0 2L 0 HOIRE 0 H72b 0 HDFTL
7E.

The PRO-CTCAE® items and information herein were developed by the Division of Cancer Control and Population
Sciences in the NATIONAL CANCER INSTITUTE at the NATIONAL INSTITUTES OF HEALTH, in Bethesda, Maryland,
U.S.A. Use of the PRO- CTCAE® is subject to NCI’s Terms of Use.

Version date: 1/28/2022
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J Urol. Vol 189, S59-65,
2013

Differing Perceptions of Quality of Life in Patients With Prostate

Cancer and Their Doctors

Geoffrey A. Sonn,®,t Natalia Sadetsky,t Joseph C. Prestit and Mark 5. Litwint

From ihe Domerrmenr of Limiogy SEaford Layvor sty SEoined 1GAS, JOF, Demerimear oOf Lirniogy. Lo sty oOF CaliomE) San Faresoo,
5an Frrrgoo (RE), and Dgpariman 05 0f Lisbmgy and Hoalth Soorcos, Livor sty of Calione, Los Amgeks, Los Angoips (51, Colfnms

Purpose: As the number of proetate cancer survivors increases, urclogists must
recognize their quality of life impairment. In the past physician ratings of patient
eymptoms did not correlate with patient self-mssessments. We determined if
urologists have improved their reporting of patient health related quality of life.
We also investigated if wrologists assessad health related quality of life more
accurately in the short or long term.

Materials and Methods: We identified 1,366 men from CaPSURE™, a national,
prospective cohort, who had uondergone prostatectomy, brachytherapy or external
beam radistion therapy. At each wisit urologists ssseased fatipue, pain, and

gaxual, urinary and bowal dysfunction. Participants independently completzd the
SF-36™ and the UCLA-PCL We contrasted the frequency of impairment reported
by physicians and participants in select health related quality of life domains in
the short (less than 1 year) and long (greater than 2 years) term. We also
compared physician-patient concordance between the periods 1885 to 2000 and
2000 to BT,

Resulits: Inshort-term and long-term followap, and for the 19605 to 2000 and 2001
to 3T cohorts, physician and participant assessments differed in all analyzed
domains. Urelogists nobed impairment in urinary and sexual function more often
than fatipue or pain. DNesgreement befwesn physician and participant ratings
did not vary dramatically from short-ferm to long-term followup, or from the
earlier to the later cohort.

Conclusions: In men treated for localized prostate cancer physician ratings of
eymptoms do not correlate well with patient sslf-asssssments of health related
quality of life. Physician reporting did not improve over time. It is increasingly
important to recognize and address impairments in quality of life from prostate
cancer and its treatment.

Abbrevlations
and Acronyms

BT = brachytherapy
FERT = pxiemal beam radiation
therapy

HROOL = health relaed quality
of IHe

Q0L = quality of Nfe

TF-35™ = AAND Medical
Ouicomes Sy Short Form-36

Submited fr mbilciim kath 1 1M

" Comepmedn = snd Do fo g [o-
primant of Usiogy, Sanford Linversly Scheal of
Wiadicina, T Rsioaw Deive, 5257, Sianfond, Cal
ok MO E feiaghoe B51-TE 4TI FAX
B C-AES pall ganfsomegrmilooT|
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Editor's Mote: This article is tha
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the questions on pages 2538 and
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lcine, Genitourinary Oncology Service,
Memorial Sloan-Kettering Cancer Center,
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the Supplementary Appendix, available
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“ ORIGINAL ARTICLE ||

Pazopanib versus Sunitinib in Metastatic
Renal-Cell Carcinoma

ABSTRACT

BACKGROUND
Pazopanib and sunitinib provided a progression-free survival benefit, as compared
with placebo or interferon, in previous phase 3 studies involving patients with
metastatic renal-cell carcinoma. This phase 3, randomized trial compared the ef
ficacy and safety of pazopanib and sunitinib as first-line therapy.

METHODS
We randomly assigned 1110 patients with clear-cell, metastatic renal-cell carcino-
ma, in a 1:1 ratio, to receive a continuous dose of pazopanib (800 mg once daily;
557 patients) or sunitinib in 6-week cycles (50 mg once daily for 4 weeks, followed
by 2 weeks without treatment; 553 patients). The primary end point was progres-
sion-free survival as assessed by independent review, and the study was powered to
show the noninferiority of pazopanib versus sunitinib. Secondary end points in-
cluded overall survival, safety, and quality of life.

RESULTS
Pazopanib was noninferior to sunitinib with respect to progression-free survival
(hazard ratio for progression of disease or death from any cause, 1.05; 95% confi-
dence interval [CI], 0.90 to 1.22), meeting the predefined noninferiority margin
(upper bound of the 95% confidence interval, <1.25). Overall survival was similar
(hazard ratio for death with pazopanib, 0.91; 95% CI, 0.76 to 1.08). Patients treated
with sunitinib, as compared with those treated with pazopanib, had a higher inci-
dence of fatigue (63% vs. 55%), the hand—foot syndrome (50% vs. 29%), and throm-
bocytopenia (78% vs. 41%); patients treated with pazopanib had a higher incidence of
increased levels of alanine aminotransferase (60%, vs. 43% with sunitinib). The mean
change from baseline in 11 of 14 health-related quality-ofife domains, particularly
those related to fatigue or soreness in the mouth, throat, hands, or feet, during the
first 6 months of treatment favored pazopanib (P<0.05 for all 11 comparisons).

CONCLUSIONS
Pazopanib and sunitinib have similar efficacy, but the safety and guality-of-life
profiles favor pazopanib. (Funded by GlaxoSmithKline Pharmaceuticals; COMPARZ
ClinicalTrials.gov number, NCTO0720941.)
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0.4
Sunitinib

0.2
Pazopanib

Probability of Progression-free Survival

0.0 I I I I T I I I

Months since Randomization

No. at Risk
Pazupanib 557 361 245 136 105 61 46 19 13
Sunitinib 553 351 249 147 111 B9 48 18 10

Figure 1. Kaplan—Meier Estimates of Progression-free Survival
According to Independent Review.

The median progression-free survival was 8.4 months with pazopanib
(95% Cl, 8.3 to 10.9) and 9.5 months with sunitinib (95% Cl, 8.3 to 11.1).
The dotted line represents the median (0.5), and vertical lines represent

95% confidence intervals.
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