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Chapter 1

H2MNESHA S

A2 S 7{(Real World Evidence, 0|5t R
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Check Point JPNI=E PAaKIpN (] el

HIZ 517t Mol 254t HES ©Ss =
H|w Al 251 7HOf @2t 2J0) Q= Y&H XH0IE E0l= Z27t USUL F= Salford X[HOIM &
|

CHe i RIYAAE X Tz o

K ZIE HTATH= XISIEQ! AR TR MBIt
A 8ixt

510|5t & QIALICE (Ref. 1)

=T

24Xt

3

Phase I-llI -
517}

ALl MHEIZ X}0]
(Evidence Gap)

)

o S 17 FEH (), 20 5) o WX Ay %2
o ARYEr| BE (AIF, 4 S o) (T2 B, YHtolofE 5)
o ITEE U2 WY SN (SUEE, BYS 5) o AR Ay 23T Ho0|
o U o SEE R0 o MEST YU 24 2519 X0

PN

At OAME: Bartlett, presentation slide from Pfizer Oncology

I 517t O|% OISHZHAHIX} S R oJArAH 9| CjH
olorE

517} Al 72| 517t O|=0f| = CfFst O]
ZLHY, 54 Hlu HIt, HIEXIZ2|A
E|O1X|Ii_ ASLICE (Ref. 2)

e, h
=3
(Quality)
MY, &5
(Safety, Efficacy)
«
<

()

C]imk=ani;
(Comparative effectiveness)
A 4+H 5|
(Clinical benefit)

oAt RALAIE =
S HII5t7| flshA Chst RWDO 228t HZ 0|

O MZZtel HIE-g1hy, 2y

o|2717| S B0l CHEt X2 HIg B 27

Ho|=HIE X272
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{ H| -5 a4 J
( J

I-II
|o

(Cost- effectiveness)

X|zZa
(Therapeutic outcome)

w0
HIX|S2|At
(Willingness—to—pay (burden))

Haely, od
(Convenience, Qol)
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HIO|E| ALOJOIA H0F B2 7|& D3}

Otz il =28 E1|0|E1t'1|0|*(DB) IS EoliA 7|20 WHEE 2RI AMAIH
(Randomized Clinical Trial, O|ot RCT)2| Aot FAIEE HOZE AtYE AR E Y X|ZX| THEO|
2t =2 8ot X|= 0|T01| ':*2 FdM A (HbATc)2t MBS SH6t H| Wt LIS LT,

fol

o ZEFOMAF AMQ| BB TEAT

o =X o CIIZ2|E2 % 2t0| thSt RCT CHH| OS(Observational Study) Z4o| H|w

HIO[E{AA » UK CPRD (Clinical Practice Research Datalink) Cl|O|E{H|O| AQA FEEI
SN HO|H &8

S
—o

09

HME1S OFR|H
ez 7]= JHEO Helet
Mz2 2AHZE MO

HAAZ7|E 2 E+ Ol0|E S2 RWDE & =X X=7|8 E= 50 AAH0[2/o
O|XMHC 2 Chet AT AeX SHE EESC2ZM L2z7|= R&AD HAMM
MEZL OJAIZEA HCHO R Xf2|RI0F LI HO =2 7|5t UELICE (Ref. 6)

rx
%

x=d o OIFE2|ZE2 7 XY St (MA| 2,401F)
* 0|5 M2 S 2Tt ZAN SFoHH A 67HE LAH7|15 L 3ME FH
ZE0| 7Hs St Rt (1,7329)
e 0| Ct2 371 20| HEE= &Rt (1,247F) -
Dual(with Met), Triple(with Met/SU), Add-on to Insulin

° 33X DBYITE 53 7IZ RCT ZL2% QA &0l

( RWE (by OS) ) ( RCT )
—— S —
HbA1c HbA1c
~0.7-1.2% 435t ~0.5-1.0% &5}t
(baseline: ~9-10) (baseline: ~8-9)
T o RWE || RCT N T
<\ — || > p
Weight Weight
~1.5-6.3 kg 242t ~1.5-3.0 kg Z&
(baseline:~100-107) (baseline:~80-95)

FIOXIE: Wilding et al., Diabetes Ther 2016 Dec;7(4)

2oz HH0/H X2 X 24 7|=9| S22 FAet A+1S0| TN JICH O FDAMME
Y+ Holef S2 &&%t 'RCT Duplicate'2tz Z2HMEE 20173 2 FTI5I UELICE (Ref. b)
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Chapter 2

2AESH ddolV|

RWDO|| siEsot= MAtZAZ A= (Electronic Health Record, EHR) £2 &3(Claim)
AmsE Rz Ee= HY Y7 SO 2 26t JELICE 0|28t HIO|EHE HA=EHOZ AtES=
0l &2(Secondary Use)0|2t1 EHLIC} [M2tA] C|O|E|E HE 2 Matst= CHUSH

OII

= = =]
YOI S2 H27F Qe Eot oehy ME X[4], A0 Fe 0= 8H0[H +F
M2, 24 FUM HE2712(T) & S M=Z 10| 27 L L.

RWD<| H|0|Ef F=Z5H RWE =& £ & H1HX| 0|F0{X|= & - FHG1 130
LI (Ref. 7,8)

(1) N (2] N (3) N (4]
AA B|OJE] GIO|E| 1A Ofst 22 gix} M

=78 =H0lHE

| CiY¥st H219|5 RWD =%

RWD2t 3IXtO| ZAZIAIEY, HZHQ|Z &
OJ0fEULt. (Ref. 9)

HERA HHAE A= S LA AzHE Sl +HE X

At ) ) ) )
® 14 ® 16
B2 00|Ef X255y 2y 24 00| Ef4 57 24

aIzieey 33
HXQI27|2(EMR) Z:g;ﬁt ;Hl EQI-ZJE, )
BAZATISEHR) =T O SEEEE
HZEHHA(Claims) - EB@?E@%—H,

SRULHE ASERIR(QBIHY /3
USE 7 AR S

Oo=— o

_ EX M = 2 OIXL0|
XA EZ|(Registry) i%ﬂezxu:r 7|E|:I
—_ Hi— =/
JHQIo] ZAZG(O|E,

2t0|Z 2 I(Life-log)

4™ (Administrative)

HYATE H SAHONM
HESot= AHd7IZE S

7|20 BtMoz AX|Et
oA AXS X st

ol0il, oSt 7HY0|Lt =&
(Raw data)2| 2XLE O|af
Hio|g 241 upgo| Hegt

=L =]

RWDZ} CHYehX| 1l =X

L|Ct. (Ref. 10)

ZotE HI0JH 2M Z2NATHS
O] Th=ot CIOJEf AlZfst & 715

St HO|EQ EE B/t =227/ R 7|12 22 48

Xtz Modified from MFDS RWE Guideline, 2019

H O YRS S(EEE =2, 018X HA §) 87 SHO

Zfol Zoi| 2t 2H A 01| o L2
L PNIRC= 10

71|7‘|E HESY22M 2A| CO[E

| AI-RE"— E_I'AHI'i
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o EESIE HO|E B4 D2HA

HIOIE{2| 22X &0l

+

ZA=7t (Missing value) ! 0| & X|(Outlier) &0l

+

712 7 ol

o ®a(Age)ol| 2/3t 15 HlO|E] AlZts}

Age (Group : STATIN)

STATIN A

o H(Age)0fl 22t OEE JIESHXI

5'0 7'5 1 60 0 25 50 75 100
STATIN B STATIN C

*Mean: black point, Median : red triangle

Group N Missing Outlier Mean

Sd Min  15tQu. Median 3d9Qu. Max

A 100 0 2 66.551 10.77 22 59 67 74 95
B 200 20 10 63.79 15.684 18 50 66 74 90
C 170 14 5 65.451  13.181 20 54 66 75 92

© =42 HO|EHE 24 5 AT o

=N L

19

SH 718 48

® RWD Of&f Cist 84 24 &
Logistic Regression (Odds Ratio)

I

Survival Curve (Kaplan—-Meier method)
Cox Proportional Hazards Regression (Hazard Ratio)
Log-rank Test

T A
NODM - 10or P-value = 0.0336
] 7 — —
TG s EventValue : 0 1
E 0.75}
ALT 9
: g
AST —_— S 0.50}
]
] w
BETA E ————y
' 0.25}
IHD _-—
]
HbA1C : @ 0.08F
1 1 1 1 T T T T >
1 2 5 10 0 200 e 400 600
t Odds Ratio t Kaplan—Meier method
EventValue 0 reference l
(N=65) '
1 1.91 L : *
(N=18) (1.08~3.4) ! = 1 0.026
AGE (N=83) 1.01 n 0.587
(0.99~1.0) :
SEX 2 reference .
(N=42) :
3 0.84 , . )
(N=41) 0.53~1.3) | - ' 0.443
#Events: 83; Global p-value (Log—-Rank): 0.1417 0.5 1 1.5 2 25 3 354

AIC: 574.34; Concordance Index: 0.57

+ Hazard Ratio

13



15

ot7|

o)

MNEEH MY

Al
=

14 Chapter 2

z @ .
g O i
= = _LM_ = £ 5
~ = [l 10 (&
i oo o -3
ol ® = gl 20 >
Q- _._._u 110 + =]
LT Y 82
o= ) N\ E
K 4l o K0
o - ol s/
8l 5 RO Uy o -
ol Ty o = =)
ol —1 OH = =
x| KO ljo K 2 S Mv =
o My c O = oF
w|r od rd Q0 o (@]
8= %0 5 u
Saw ot - 3
EMH_ __In.vl ..O...ﬂ ol [} £
o = xr ; =
Ou_ _— 00 IaS ' =
gl = K ) ! =
~ mr_ulu <F ] ; o
= — ok ' =
R0 m____ = o " e \
or o o o \ K
oK o ot j ar O
oH = ol o X0 = 1
HoBg i 5
o B RO ol ol = 6 5
K v K = o
o e <0 2 8 =t
6l o ) ol S 5 !
20l i) £ T N
— Tr o = IH
el = it
ol mn Y = 3
or T ogg B AW =) z0 ]
o - R0 Bl - X O3
mln_ [LI (o] m.l; —_— oK - ilod D
o 1 U & N = T o 3l =
B E L w A —
> =3 o 1
w o) 34U 0 o =
= 0 X0 I+ o0 Bl b
& iT of 8l RO A7
° T =<
Ih ol \
[ ]
o
Wk
o]
0=
H (0:(0} o
i ol A =
= o _ ] o
o 0 =< — 170
o e . =W I e
5 K o Ly W x R - —
Ol_ iK S - L ~N K _,H_ .rrO T3
o =) = R ~ | B o o
10 ~N oA - _— —_
=] M | = blo AR SN RC| K ol 3 - I
o) iofl X0 iod = . o olo = 54
S - | & | B IH 71 > W < =y B4
z © s | < | 8 n K i R T R 3u
= = =) il ofl IO 751 ol K0 75l _./.I i 7l ok =
LA 2 ool x| T 111 0 L F |5 ) 0 n
- = a <0 Ho| 353a0 T R = = sa) . o
= o " T | ® | T il = ™| 2 | = a K Ho
M.M_ 2 n“.ﬁ_u 3 g or <F= ~ 2] <+ 5 ] ~ "ol =
© okl =) 0 100 joll or i S K <0 06 o= T ol
m.u = S| WO | oA o 1o &0 K | 2 20 | g m X or
- | s o E m | DR | T | = Ik 0 =
NS 1S T - KT T R ol - g
o 2 o lo iod K = = Jjo — ) A
o =0 KO = F) ~ Ki F = ol H0 RO - 8l K
w.m « <O W_u i By | o | N H = o) =
=) g S E e Bag | WX KA ne g
L 70 ol B 50 - Ro wﬁ_ L_,”_ Ko % Ko 0 jo Ulo 52 __Ao_.
b I~ - = <0~ 1K; or - 0
5 n mE | xr 30 | Wo | ol oD ~ ! o H R R0 m uIr o el
o EE! = Klo ol - jor = N o
a s o | Ko | I m | = s ol | x| 2 o =
~ WH ~ < . Klo %0 — ) w| ) ol == Klo o o
-+ S =1 o = ol T &0 E=N ]
O < I . R o | w2 olA | FgW | S
B~ 1o [ o= | & o m N m < | uw Oy | oW =)
) A AN O | om | o | Brom | R2R | o
B3 AR B T m 0Ty NEE A
3H & < mE & ! =0 | Trar ol 5l -
1] £ ol o <L xr = lod 1o
i S | %2537 | 5RL |
s B 2 | @
._MI mo % % et c
5 B o = S | 3 = 3
= t = > o © 0 0 D
oKX 51 3 ¢ 2|8 s | 55 |5 s | o
o= o 2 ] ) © £ c n <] > o
Rl X0 c | S £ » o o 9 = © S c
< (&) +— (@] e © c
© ) Q a < @© o RS
o =2 ) £
3 3 S
o L




16

Chapter 2

AN

ME{2S OFA|H

x5t H2710l 0|2 E WOt OILIZ} QIAPHUNST} G745 7kast ot EAsE [T HEX S AHA
Clopst o1x 70| TQBHLIC RWE MM A|

>

1= SHE dojAted

=H oO——0
AAIR =77t L5t UMH™ ZAu(Clinical outcome)S HIlote AL, oiE XTH 020
e a' | Tk 4 Qs AN WIIKIES F7HO2 Holokn SHlaHof 3
. ( o|2 /st MEI}
: CJ T o CIQIBH ZXE Ho| @7 (0, MI, Stroke, TIA )
E o CHE|HIIX|E &2 715 (0, HbAlc, glucose, BP &)
v o W AN BES o SNE 5N X2 T
A7 A
OlAHEE 2
HIE B2 T X 2 e B
A‘I Mx
ta 28 o J=-PIR R

Qlol CH=of Fe| AL LH=D2 FEHS| et H|0|E +=F0|
ﬂ'Oorm 22 N30 02} o X|2 HE0| 21HoR WAsoe
2 Q= ot 13| M7 LQst

v
HALEL0|Ef

BAHozYE TRt

o YRS, M, §7| S5 128 HHS MiEet

FHOl 5= RWD =2l o EMR GIOJE QU= EYSE DB O1H T

AXI| _
+3 o CiYol X2 QE0| ZXotEZ 0|5 2M0t7| flet €25 2R
:
: IT X LI2E WL}
]
'
1
- O §%, S2MZH), Iix A7
H A
==

MAIX|0 B7|E HIHHOOIE7t = HIK|EE ME&=
Xt0{X2|(Natural Language Process, NLP)Z Saf ﬁ%i}ém
HIOJE 2MS Al&YsHorst

e )

HIOIE| X=|, SAEA H
Azt =78 0|18

o HIHHSIE HEfOl T WY YAOR QIsh Xiolof X2 e
o Of2hot 22 OlA| HE

0

'

'

h 4 E, - Ulcerative colitis disease activity score
HAEEA OIZHE Z2|Xt - Mini-mental state examination
Hamilton depression rating
Psoriasis area severity index

Xtz Translated from 2019 TriNetX Webinar presentation slide
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Chapter 3

Loyl

, AHO ZOfME MeE7|E AN =7|THA FE 2Xte] A2|(Patient voice)S
O| i SQ05tH, 0| /ol RWD X TI=OJALS| X2 S5 &8 + AsH L
o=z =

| T o= =2o=2 T
20f0flA RWDO| CHet &E TS8-S 71=8t a2l Y (Whitepaper)Oll Rt
HI7} AELICE (Ref. 12)

Discovery
& Ideation

|

Invention & ]
Prototyping J ¥

1

Clinical ]‘ )

}

Regulatory Product
Decision Launch

}

Post—-market
Monitoring

Preclinical

y

FH1X=: Modified from presentation slide, "Using patient input in regulatory decision-making" at CDRH, FDA, 2017

Zo| AT LHOIA AHIXIO] QTAES HIIoH S ‘Co-production'0|212 BHLICH,
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>
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HZE A5HE X2

Target Market Profile

Clinical Development Plan

R

A
0F
Jm
0x
2 o
:(I)g

o

i
4 Ho

Target
Disease

Patient
Population

Product
Positioning

R&D
Strategy
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o

—
==

o[
=]
[¢]

HAHT O|0|H && (Claims, EHR, Registry DB §)
K, X|SIHEH, TITH-HE | HAL SARME, FFHEES S
7|1& X|=H Y] 7hY MEC| AiEd, R84 & It

N g
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R&D
Strategy

Part 3
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it Xz o

SR 20| M2 Wzot AR, ZAIE Solf &RlE THE, M X|= 0| X|& E= HE - S
SIX} O1&(Patient Journey)2 2A415t= Z10| ZQBILIL} 0|2 SaH 2HAl SHXIZ0| CHEH ZEHA
Ol ¥ 0|5 25 MAUCEM L MBol g AIE d™HE =Y = AU

klotrx| Ol 2 Qlot dFYS 2= AiCt FH| 3L

ZSteR| 0|2z Qlot Y2 == Nt 2H|7t U= B2 A0k= HYUF, 22 YHH|HS2 2 TITHEH,
ct A

= =
2E X3 O XMI5| 0laH5tL

M
ZITt 0|59| &tXt 04X (Patient Journey)di| CHEH 24 S
0|F 7|Hto 2 M| & X|2H AlZS Mest= o &

Ml

@ Target disease

@ Patient population

e
e

XIEH 0|5 &K} O £

OF=0| AR X|Z & (Somatostatin KEA| 5)
S&/A&Q 42 X2 IH (TSA, Gamma Knife &)

©® Product positioning

- X2, |X 2yoz 7E
- TR EIE S S oS A SR}

[ & ADIEAEIE] QAR S AR OIS R AJ% mjo}

S, HIOIE M= a1g7|

@ Target disease

o NHIHE RE o FHHESEEL
B-4
C8
AS E2
0-9 10 20 30 40 50 60 70 80 90
@ Patient population & Product positioning
o UTH[HS L= 7QUS At TH 0|2 X|= 6F
No-Gamma
Knife
TSA Only Yes-Gamma
Knife
TSA Surgery
TSA —
Craniotomy
Acromegaly
and pituitary
gigantism

Drug Therapy
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Of ASUILE. A Oy 2Abel 2= 2H 0|2 MY 24 ©
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10

(Line of Therapy) & Y=57!
OF=0] CHot UMM 3 ZXINY

rir

H2d S'E XIgH2| L

RI2E Yt XRHO| Z9, 2 7|XS QLR LIL0| 2 1) 105 0410] XIZF| ALO| ZAY510i AK|
Of SHY BXIZOIN 2 SHIEis eto X|2 SHOR BE XYE/E OB LI XY HE 24
Io

O] 2ot HEXMQ! A JLT

@ Target disease

I CHeS ZIHOf| TS AL (SGLT-2 XaHA| 7HL &)

© M2 Yy SU Y HIE, BN, BYYRY, DY,

o
OIYRIZEES S

@ Patient population
A7 IS EA X4 CHAH EHXE2 oot }

S

IAUNEST

- SGLT-29] it X+ &l (1st, 2nd, 3rd 5)
- SGLT-29 CHIE 2 OHA o2 et

© oY SutH o FA(HIE DEY, 48X

an

©® Product positioning

o17te] MY Atz 2l

- DPPIV+, TZD+, SU+ Of CHSH Xt AFR: SIOI(XHR)

[ B HE EXMY R, QAW AT0| BRS HE T ]

A, HIOIE 4= ALy

@ Patient population : 2|2%4F X

* H2¥ S X=H Z|

.

=

T
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Of0 Ok o0 oM

HEMHIS 2 27|54 Ui S 0

Mg HIHSa L7|2H0| SHE= SXAS0A eSH ML=z A=2S 222N, did 2ES0| ST
= |

El= M- F7tE= oz H MY tet +2 TH40[ 7S L.

@ Target disease

12

UTRICHH, QSR AAHH, FPATIRIHZ THE HYHE XA
- AEILE, EICILE, TIEH OFS SR TS MYTHE XA
(Ch BIE ErUE| RorE 2 BBOIS 29 4 HIg B3

[

© Product positioning

=g X|=zH L= YA

OFRY, HoteSE U J|E R84

Lo, =

& STA KRS HaEoRN
S5 MBQ| LUX YUY By A5

oz W R IjE XA} }

\T

A, HIOIE 42 ALy

HAIE Xtz OloHE 571 ?lol 2HgE HAIZ, 2R 2HXt=7t OFE LIt

© Patient population : MEMH[CHE Y LI|2H0| AEE= UE g

------------ §3/2*5’ 25
20%-- oT— |-I_ I
rEZ A AXIK|
77%
IR
6%
7|Et

(ROLHE, D|cHLHE, OHHILIE &

48%
EfCiLEE [ ZouE

@ Product positioning : MEMH|Z U LI |2H0| AIE= QA= sig

o 7/ AMHO| M2 BKH O] A|Zts}

\ O HMHt5X)
—47 |2 ()

7| O wi=sEE)—~
HMHHS(3)

=
]

2ol CD * @lo| 37|
B Sxtoi| B2

®
@ o
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H2+=(Drug Repositioning)2 0]0] &M 2l
2 EAlotE AR LUKl MO CHH| Al
LIC}, oF2 THEEO| Oist HX|AELZ| DB 75
o

59l &l 7tsd= AIHEU.

>~

2 ot
2t b
it

1% 30 > MO
0x

M 2 19
oo oy 19

PDES X{oliX{o Chiet of= THE=E

PDES XaliHl= Z|= 517t HSEQ Hl=7 A L7 |2H HSS 0= HE2H, SFUEA S Z&H XY
El= EXQ o=YU. o|=H|0|E 245 SdllM o7t HSSd 517te| AEEL U= MY JES

of
TEYUC oI 2E LS HYLE Xz 21t I HdH 245 AT

@ Target disease
PDES Haixl {40l st X4 XAt

- /5 ¥ 871 ED, PAH. BPH, 5{7te| Z&
QTsHY Y (L0], 92 S

@ Patient population

517t2) AFROY| LSt S| mpet ]

N HSE 5, MBI, SRUZA, 232 =10
57k 9 XY HSE ZA

Product positioning

A, HIOIE 4= ALy

@ Patient population

® PDES (Phosphodiesterase type b) XaliX|Q| X8 & M2S

e Erectile dysfunction
e Female sexual dysfunction
e Chronic renal disease

Urologic
Disease

CNS
Disease

e Stroke
e Cognitive deficits
e Epileptic disorders

® Product positioning

o 57tel M H2E

Female

S

si7te XMd HSS

® Pulmonary hypertension
e Congestive heart failure
e Myocardial infarction

Cardiovascular
Disease

Gastrointestinal
Disease

e Gastric ulcer
e Esophageal motility
e Liver cirrhosis

&IXtz: Gur et al, Current Pharm. Design, 2012;

Male

XY ZA AR

18(34)

B

lmD

A XXXXXX XXX XXXXXX XXX XXXXXK XXXXXXX
B XXXXXXX XXXXX XXX XXX XXXXXXXXXX XXX
C XXX XXXXX XXX XXXXXXK XXXXXK XXXXXXX

W)

XX XXXXXXXX XXXXXX XXXXX XXXXX XXXXX
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OlAFA|S HAI‘ I- A x<X]
A LKL = =3
SHE UMAE 7I2H2 B XS0 X8 2012 BX B0 0f2420 7[QABHLICL,
0[2i3t 2HO HZS PUoh LAIE A Al ZIZ SO FF5H M27|0| HHIE|0{OF BHLITH,
T2EA OJ2HI0JE 2AS SaM £ MM 7IZ0 HBre BRt4 £ 20t OfLI2} B}
B H2L0I0| H= FH P2 5SS AN A 4 dsU

AHIZ0|E Xghd 2hd O[AH=FYE &kt =
ZHDHE 0|4 5 LASHS 0K O|MHIARY BT 5 AHZ0|S K20 F7INY EE 0l 2RS
AFBSH= LA 48 SHELCH

Patient with Hematopoietic Stem Cell
Transplantation (HSCT)

|

Patient prescribed a calcineurin inhibitor

. J
( \
Patients diagnosed with GvHD
. J
4 \
Patients prescribed corticosteroid
. J

l

Chronic GvHD patients = 100 days
after HSCT

l

Patients prescribed 2nd-line drugs

O 0O O O O O O O

HEZRDIS OPYXOo = X W2 X2

ox
>
o
=2
>
N
4>
A

Patient with T2DM (exclude T1DM)

N——

l

Demographics: Age (19-75), Both genders

|

Liver safety: exclude 2.5 x ULN of AST,
ALT at last visit

l

Medication: Only metformin with 21,000mg
/ day for last 3 months

|

Prohibited medication: glucocorticoid for
last 3 months

l

Clinical efficacy: include 7 < HbA1c < 11
at last visit

N N N N YN/

]
|
]

3
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HIAMZE2A(NSCLC) 28X} Lh2 EGFR E H0] HE

ZQF Ao AR MU 9|F (Precision Medicine) 7|&2| UHOZ QI5H A4S EFZI HHHEIO| HHO|
Oiot: 74Sotn, O[20|E 2 7HY SH0)| = StAte| CHst HHE (0, LA E= Mold

HLIX|, H7|(Staging) S)& SoiM 7 HEXE MEMC = Fafet &= UAELIC.

NSCLC naive patients

Staging: | and Il
EGFR mutation

T790M
E19del L858R
Others

03
AIAE EIgE A

CHRIS Ch=7t ASAIE 712050 M OFA|OHS Hetot ot=9)
I

o2

AL AEHH. 27119

Fo{01| ot EfFMEE Yotol=
H o
E0[HL HEELICEH Mt

Z XIZ(Standard of Care)0i| LS QAMEE HO|X|2H A& 2
=7t 2t &0fet Tz IHEO| EXol=X] AFH ZE7H HQELICY,

ol

CIXIY Ch=7t H2d gAIRoM A5 2 iy S8 o= e 2
CERIO] CHR7H RI24 IAAIZIOIM ARA $RE Chy S5 of |
At RIS TR H24H QAAIR 718 TR0l MEH BIX} T4 71 X|ROF2O| HYTHE
8115t 2717t RHOIRO| ZEXHBHEX] AHE HESLICE

AMBH(HFrEF, HF with reduced ejection fraction)

CIXIY =7t
AL 712 Al
ZIZ XM HIAIS
ASX|= S A AL

RI24F AMAIE | CHRIR CHR7E, 10007H OJ4 AOIE 2of

!

EXt ME X4 F 7IE XIEH XY HE A

Ct 0| & X|2 | ACEi or B-blocker SAHHIEZ &t

!

X|HZE XY IHE 40|
St= AIO|E 42 *ACEi M&20| B-blockerd| H|aH
Arjmoz =g
=421 =M Z 12| 0]al
BB (49%) ACEi X0] X2 0|8=
ARB (34%) SQs0l0fA 30-40% HT 9| Op2 7|
ACEi (17%) 23120 7913t
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LS B i.“g% T2 SHEEM AEEL QX2 67| 7t AL2| 2= OlhE
=

OlAIZ 7]

S X=H tEE &g AlLEIR

&7/ 7l Ty E

RWDE &8l A Xt 210 HE=F 2t H|0|H S IH+det ALICE
B2 YA R 2HO oA FE H M7t EX B2 7IE KIEM% Lo
= HIg2ld 27t OF7|Z0 Mt it g0l AR QU= 2YE 20FLC

J/

[8]@ &t Xt o LI0| S QI78tY HEHE J|Z0F A} H0|E £5
J
4 N\
o o o MX HA MHOR RS
{D c° o AJ| ZTOZ MEE SIRIOIM H|Q Al B H|HA
|\ J
4 \
50 o  AE(E| = Of|XE|D|E £ AELEI/OXED|E €
8°° o2 o=
0o o E0]7I7tY 8 -8Y 0I5 MY
|\ J
4 \
S4{0H 74 A x| 20|
9D ?:',l AI‘ L4 = I:IAI- Txl % —

<

A, HIOIE 4= ALy

o O|MXEES X=H EZ &4 ALIZ|22] oA
QAAIR S NCT03872401
AlgeE Evolocumab (PCSK9 inhibitor)
== 7|& X|ZUSHA| (AEHE and/or OIHIE|D|E)
CHAd X} HaSUN MEESH(CHD)
MEXTA 232 AIH
MHIIE o LIOJA|St (50014, 80 OJ2t, T 044 AL 550]4)
o MMEY: 22 13 0]HQ HQ%D—H‘QQ, o435t
el pEst AxSMESH ity TITSHK}
o OFEX|Z: 43 O|&9| MO X|ZZoHN X|= 2
o ZAE=X| (LDL-C £=X|: 100 mg/dL 0|4t
non-HDL: 130 0|4}
Hez|= o AZAM(MI) £ LEF(Stroke) EH
o Z| 370 0|0 A5 2 SMLS|=(CABG)
o ZHAEH|{ 28 (eGFR) { 15 mL/min/1.73 m?
o RHL|X| AL MEE= A Hiod
o AZTHE M &X| L= MYUMS 2k}
o« 25 ZMX[H} > 500 mg/dL (6.7 mmol/L)
e NYHA 7|5 Class lII/IV = ZpAA BEEH2(LVEF (30%)
more= ArZd WX Q| A|ZHTime-to—-Event)

- CHD, Death, MI, Ischemic Stroke

AH 2|ZO|0|E 24 A| M| EE= Stroke &4 StXt CHA 12708 SOt X|& 23N X|2 0|F0|= LDL-C7}

NS

SHQI 70 0|40l BX HIB0| 30%7} HLIC DISS O3ty 27AK0| 2 X2 20RJLICL
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S, HIOIE MZ qgy|

O 3™ HEZ UMM @FM M™IL (Clinical Effectiveness Research, CER) Z1}

o OI2H WS X0| T2 AL HS bl

200

LDL-C

1 . statin : El A E B

100 - —]

No. of Visit

A
I c
7\
A c
A | | C
1 1
T 1 I
oS AQE W@ W A

oY e

]
4ol

0

L
re
-
uy
H
1o

fo
ol

ol

SN YYBT= 01 Xz &0 M & F7|E €1 U=X| 6RO T2t BN Xz gt
X

= X|= g1 Y7t 7Hd(Hypothesis
(

)

A (Exploratory Treatment Effectiveness Study) =
Evaluation Treatment Effectiveness)2 LI+ EILICE (Ref. 13)
Ol0f| Cier AT Zut=
o Ao dA IHoM 528t HEE MSo & = USULCHL

HEO| A &t LIEIH = 8K} A= (Patient subgroup) & X|2IHE

5101 5 M3
S35 Ayelp
Retrospective Clinical Study
TS ULHS0 oto|C|of HS
(@]
T TTES S ES S SSSSSSSsSSSES ; """"""""""" ~

' )

] )

) ]

Q 5

My E= M BHAT M STYT
Prospective or Hybrid Observational study Interventional Study (e.g., PCT, CER)

5

4] ©
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AT 0|2 MZQ 28 ZalE floh My e T HAARIIZ(EMR) E= MR 7I=
(EHR) HIO|EIE &% 28X YL AL otLte A7 Lol ST & Tz M =

E A= E SoliA Chefet A7 EEH ( YIS0l S EYIZE)UHY R
4, e R 78 7t S Chdet A7t 7hsoth, 712 L HIO[HH0|A0M FE2E EEA=
o 245 Soll MZ2 ALFH|0fl CHet L2 S 30| BfFetX| AR HEI} 7hS|ILICH

O, HIOE ME oty

Otz GflAl= ME EMR Ci|O| = U2 28 A1AEE

S| Atz
EHZ 7|20 EEE 2 20t RAFUN. 2F HX =28 HilotdAL.

® Stroke, NOAC vs. Warfarin in AFib (Ref. A)

p B Warfarin £2f,
|7 7T SR}
< 16
~ B NOAC £<,
mw |71AH X|_|E-I' Q-XI-
22
:-(. B Warfarin £
ol 0.8 HES T SRt
y )
b B NOAC £9
T o4 S N
1 L L L L L >
100 200 300 400 500 600
BRI (29, Q)
® | C, Entecavir vs. Tenofovir in HBV (Ref. B)
B Entecavir £2F&tX}
g a0k B Tenofovir EF&tXt
y%
gm 30 =
3
oot
-
R0
Mot

L 1 1 1 1 1
100 200 300 400 500 600
TR (29, &)

NODM EtX} 8IS (%)

I!IJ Reference

A

43

CKD, PPI vs H2-blocker in Gastric Ulcer (Ref. C)

; H PPl £&IXt
05}
B H2-Blocker
FOfStX}
0.4}
0.3F
0.2F
0.1F
100 200 300 400 500 600 "
AT (T, ©)
NODM, STATIN A vs STATIN B (Ref. D)
i B Statin A
0.5})
B StatinB
0.4}
0.3F
0.2F
0.1F

1 1 1 1
500 1000 1500 2000
BRI (U9, ¢

Efficacy and safety of non—vitamin K antagonist oral anticoagulants compared with warfarin in
patients with atrial fibrillation. Open Heart. 2017

Risk of Hepatocellular Carcinoma in Patients Treated With Entecavir vs Tenofovir for Chronic
Hepatitis B: A Korean Nationwide Cohort Study. JAMA Oncol. 2019

Association Between Proton Pump Inhibitor Use and Risk of Progression of Chronic Kidney Disease,
Gastroenterology. 2017

Effect of Pitavastatin Compared with Atorvastatin and Rosuvastatin on New-Onset Diabetes Mellitus
in Patients With Acute Myocardial Infarction. Am J Cardiol. 2018
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03
KHAIAL CHAF A|T S XA} K|S

ATt & ZAHPost-Market Surveillance, PMS)= THAAL CHA HIEQ| QMM R8M S A=
AotE a8, 4E, 2Rl E= 7:1%5}7| Qo MA|SH= ZARILICE 20194 1220 7HHE =l Aok £9|
MAAL KT 710|E21R1IS EH AT & X f01| 7|&E AN2HEXMIAL SEEXAL AT = AMAIR 20

& G|O|EH[O]A AL FIH=|ASLICE A
2&0| 7| ELC. (Ref. 14)

AXMOIM 22 XKLl MFTH0I=Tt

U
FH
H
re
3]
=
w)
1o

\ 4
| e 2[X AHEE 250] Zoist
X|2{Q|OHEQIHME| 2 ittt 1 AL Ko
Al O &AMl 10 A 2F
J |\

2712(EMR)2| 0|AtEI2(Adverse Event, AE) AN

M= 2770 XNFAAZATME X1 &2 HAt
e 2R, XY o=, OlAR, oA, A, FOfHE, XXl & 2|5 S YEE 7|55t JH7|’519E
ot olofF 2| O UELICE. m2tM 0f2{8t CIO|E| SF(ME HIOE HA| BZX)E ZH2

al
LT 02, Mof BUEHE IFF0M AXHO 2 H I FH OofF0 tiet 7
SAI0 S ELIC

HIANE: =Y ot JSSESYEEUM e B0 AAROZ T AR A=FoHS 24, A= Haelse2|stE|x], 2017:9(1)

illl

A, HIOIE 4= ALy

o FXIOIR7|Z(EMR) A O[AEIS(AE) 7|2 OjlA

SE25 (1% HOj| 0]0{A)
LAQIXIYEdt 2015-06-04 A XtEdt 2015-06-19
LHOIX|UEHHS 1 XS N
RIASIEIE 04 EU/MEEA T
QIS IER=(ZES) Sl Sy N
gaHreTe 0401 Soz-g8H/S0FR Y N
RS IE(ZET) 24 EUHZA-ZH/E0EE HE 1 N
Pl = D2XTANO1 ForHy-or=HY N
AZAC(TCY) [40mg/Soft Cl A= o N
el Rioisls o4
oFEd [40mg/Soft C] MR & 2= oF N
N2 x| % 512 52 N
HIZ=AL HE - XX H 25 SH_1 N
o8 Liisof A7 2 8= SeAs
AHEXLID 0102725 x| U 512 QU/AUHARE N
RIS oH 7| % 5)5 /U s
Sttt oFZ 9| Q| 2 YK N
Qoletsat oF= o QIuA(ZEE)  probable / likely = E|X| 2 N
oA N 35X A3-BUHEF/7ISMst N
AMZIZ(AEH) not Serious 3|SEX| E2-MHH 7Y N
N2Ee 1 P e ELE N
Y2E=@EED) 718ty B2 EIX| gAY N
BIKE A A HH=s Y
FolLtS = A THEEOIA| 1
RoHSTR(ZEDY) 2 AZH TEOE N
o OI27HEE IfE 2Ol
S17| 2= O|5HE &71 ot 7He 2l AILIZIR 2 2| MEE S LICY.
Cardiovascular System v AYdE
Vasodilatation v v Bo=
Digestive System
Nausea v v
Diarrhea v v
B Anorexia v v
= Dry mouth Vv
= Dyspepsia v
Qoo Nervous System
oRT Insomnia v v
o1 Anxiety v v
14 Nervousness v v
2 Somnolence v
o Tremor v v
< Libido decreased v
Abnormal dreams v
Respiratory System
Pharyngitis vVv
Sinusitis v
Yawn Y 1 1 1 1 1
0 5 10 20 25 30

15
% of Subjects
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ASME X sHel At

20198 680 ZZHE HIO|R2|2f=2] RWD H RWE =2| &8
HEE(Ref. 15)5 et LYot X E HIPHO =

XH=H H7dH HIZAL
245 57t HFHIAIR F(OMA25Y)

Retrospective Clinical Study

HEAA FMET|EIXEX
- Synthetic Control Arm B FMEILRER)

a0 =4 2A L2 MK} & (LHE|H
5171 Abe Sty . . &22|A F(OI22FY)
Retrospective Clinical Study
- Off-label Use
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ol
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el
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My
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Post—-Market Surveillance (PMS)
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¥
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r=

Vaccine and Biosimilar
HILIZ2| (KEHME)

orAmz g

Pragmatic Clinical Trial (PCT)
QM7 MAE|LE F (H2|H 2| E)

Observational Study

gt A |2 R (BMEJA, 0120
- Hybrid (Retro/Prospective) Design < d RI=H ( | te=ion)

—

Comparative Effectiveness Research

e EdAlEZ (7]H Q&)
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AN 22 H
A+ E X = E

ALHLXZME(ALYND)= SMCl=220] 2Rt H7HU(R&D) AH2iS 28X EE,
HAAS MQf-HIO| R AMHA 7t Crder =S S£lot7| o & EASLICE
SIXp7L 27 6k= MEQ 43X TS floiM MF7| R&D HAGA OI5F Q7AE
melsty AA-E| =30 &= =00l A 7[gte| ALY MH|AS MS LT
I SRS HEL| o8
HALINUXIZME{= 3C (Connect B Coordinate B Collaboration) IHES SaiA HMC|Z20]
HRst AINL(RAD) AHES e28XO = &8, MY R0t 1,00001F | ARSI} M|2f-H0|2
AR 7HOl ChUSH S SEISH| IchA MEE MY 074 ZE[QJLICE

Connect
7|~

OH7H gt

Collaborate
7R =X

TR 1

ALYND

Coordinate
relol 28 &g

AAMNERZME 27 49
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ATAYE 1
b

HE 712, AIeHUTE, AT HZ| 4= 23t 5 T/ HAMNM 0155
| SoiM S =822 it
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ARMNERZME 27 51

SHEXENE AEE 9| =8]0|O|E]
LE

Z2)0 EMHE HZAAH

AQX} SHES CIoHH|M HMEl MH|AZ E5HA AT DA X|2H| HL7HE 2P0 7|0 a2 ARVIS(OHH|A)E= Augmented Research naVlgation System@| 2XH0|0H, 2|23 EIH|0|E
o= FEE MB35t USLICE Of2f 67 SHOZ {L2510] LSt X2 20t dYS HRot X3, ISE HU FF, 2|11 IHE FM HE HSO0| 7tsst 0 22ElA S ML

QIOM AYOR T LISt AHO R S5 T SHLCE 7|¢9| QA ANE X|5H= TR0 A _ - = St s

nebte et Es O1E L BLIH, IS SATEES AEor= AE0 Mo 2 At 37 HRANN 7S50 SEHE AT O|ZH0/ES STt 2F 6807
MY MH[AS| S0 m2t H7A X2 & G0|E 2A M5 S 28510 CiYstA M3 gLt
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TEYAHEES  H2EH Yk BN opA IS SoLS umsEgus | B
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= _ IT-
. ChAEIS arx T-HZ
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sotolEs  BTER 2144 ersuze  Fuseuyy S
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Chapter 4
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