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“‘Immortal time”: person-time between failure of the prior :_,_m,,
therapy and randomization L =]

i
Index date should be the day of study treatment initiation =
after becoming penta-exposed and triple-class refractory
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ENHH8EH0MF) , EEFLHIABETESR
logisticlel)375i%; (BT FEIAMIE (FRE) F1EL
ZEBIER, £5logisiticElTSEBEETHEE
Fohik.
BRRENGZIT A -IRIEHERI0AN, 4833
FRENERSTRENHERRENER K TR
FREIAT TR H R EE AT X TRZ
RENGIHEER T RGN BT RZE
KESEXRMESE, FAEXN, LB EREER/
AT SR EBIXRNE AR ENER T, M1
RN AT LU B A Rt SE .

A ESIRRE T FERiEEE
BEHENXEFTES A=, (FATER
Rprognostic factor, S5iafr M14EBEEXAY
confounder, BR2iaIT ABREINER, (FRATE
RrVeffect modifier. BARLAA D H=2E, B2
Rtz [BRTReERE, FRAEN RIS AL /R
DisE. BEEEMNIZEE: confoundersaI LA
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Prognostic factor

~ERT®E
Any feature of a disease or of a pat
ient's presentation that suggests th
at he or she will be affected for bett

Confounder

- ST S REAR
Afactor associated with both the
exposure and the outcome but does
not lie on the causative pathway.

¢

er or worse by an illness.

E10

AERTFIATHR
Stratification and occurs when an
exposure has a different effect
among different subgroups
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Retrospective vs. Prospective and With vs. Without Control

[ | Prospective _____| Retrospective

With control arm

AN Very difficultfor control
arm (EC) and active arm
(rare population)
78 Mostexpensive
FIBR ~8years
Rt °

Investigatorinterest
High possibility for
impaired patient
numberin 2 groups

ReiGena all rinhts reserved

22

EC approval (patients ®
benefit?) .

Without control arm
(historical publication)

Difficult for active arm (rare
population)

® Hospital Database

Hospital database

the active  ® the active arm
am
® Acknowledge forthe
control
Expensive Much Cheaper Much Cheaper
67 years 2years 2years

Investigatorinterest

Not enough historical data in
control arm for the population
The real world effectiveness of
active arm may be very different
from pivotal phase 2 trial

Uncontrolled bias
Data quality and

B R D AR RAVRE , (RIEERSHTERY
B SHRIEAIERIE; prognostic factorsaI A5
ETHT, AROZEFET(UaT AR — 2T,
TREETIENEIERETERE,
ZAHERINELL AR SRR E T LA
BRAXR, WFEEMNERERERN S

EESpi=E3 HEEES
7, BTLAEBIEM SRR B E K, (FEHE
EREINNIERIFNIZE, M —TF RN
TAREWNERBREREE XX ER~E
=l

REETSR, BESCtERIA IR IS B AR D AL
T=PER:

FBOME: BEFTETIESEMBETIHR
HIEEARRIT SR

FINER: RHEBERIL NN ETEAGEE
Rz /I B AFAIE

® Not enoughhistorical data in
control arm for the population
The real world effectiveness of
active arm may be very different
frompivotal phase 2 trial

Data quality and completeness.
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37735

VI&RCT #1 RW N ?
A

Identical treatment and patient population as previous
Phase 2.

+ Limited scientific value for an interventional trial in pre-
treated patients

+ Patient access to the active treatment will be improved
significantly after the NRDL

+ Interventional trial initiated after AA approval will be
behind the clinical practice.

+ Considering the recruitment rate, the timeline maybe
extremely long (at least 5 years)

+ Easy and standard

+ Expensive

* Pl/site selection, EC approval

3 S—

4E

| SE-a
=ER

EFRWSHPMCHIR I &+

+ Understand the effectiveness/safety of the
active treatment and treatment pattern in real
world practice

+ As the diversity of clinical practice,
immunotherapy and chemotherapy are still
valid treatment option

* Flexible for data collection
+ Harder with confounders involvement

+ Cheaper

+ Data quality and completencSEIF SR
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