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a. Opioids Bl benzodiazepines/gabapentinoids K % 3% ff F (& JE 7E opioid
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Azithromycin) > and ciprofloxacin B2 warfarin {3 0] g5 i1 H [ el fsz TMP-
SMX H[gEHE I phenytoin 155 E [ ; Ciprofloxacin R A]gEHE /][] theophylline 2
e
c. GFH=TEDL B e 4% o] gE i gk I E s - BF% antidepressants
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a. {LIEEEYh[Y cisplatin ¢ vincristine » cyclophosphamide » #EL Sz £ D) 5 R HH G
e T ER RS B
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4. metoclopramide FY{s RIS AT 4 R EkE A 3 {E A -
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1o FAERVEESLEEE T - H R MEB FERRFI6E T SNRI SCH At b8 -

6. GPHFAEREHHERIIIEE AR E S B EH VAR - [R5 E 2 aripiprazole K Fy
BN B Ry pimvanserin 5 [T AR 3 (0 FIAE & OF A K IR A 5 7%
Erile B4 1Y quetiapine - clozapine A1 pimavanserin » #7735 &/ NEHERR T -
EAR b FrARIURE R SE V)& 2k AL & OF A HE R A e 2% X i = e
BHEAVER » AL =TEEEY) » EERRRRA R Z 2V b A EIRHIFIS & -

7. DEEVGHYIAHEE o Wi R e o o $5 - i B FH BT (CCB) » NSAIDs » 3245
{EEg B VI HIA (COX-2)thiazolidinediones([Z (M1 ) » citolosol » DLk fi H
dronedarone JEFE IHIF &

BEAN - HA R R A DASEAS 2 P B PIM 2 G TR B E e E TR

(STOPP)FIIERE G EfEEE NI T E(START) B A U 22 e R AV TR -

LERBRTEETE STOPP/EHEGEEBE R T H START
STOPP %5 2008 a5t - ST 5K B el = iie BRI LA - DU
Delphi jEF1 H S B EHY 65 TN EE FIEE - (KIFEE A58 » WS A E
SEELTIRNEA - BIANEEY)- SR A RS EAER - 42Y)-piid R R EAER ~ iR



NBREE RS - B AT ETEH > HHE Beer's criteria 1= STOPP criteria &5
H AU 3 2B e i &

START AILZ(RIE 56 B BB R AV B R R TR - IREN KRS iR
HHEEYERR o B RTEARIZIERE P AR CE FHHVEEY) - TRRREE IR A\ SHERTA R EAY
PRIREERARER - E— P RBUBE BEIERETE MR iFEREHE -

wf

A

2D
OH
=0
E:|

i S SR TR AV A E R EER A B RGE EAVAIRS - EEARKEES
SEVEIFRURAVE R TH PR TRIEEA R B TR NSRRI e 25 E i/
FAE IS i RIS AR B R R T E 0 - WESINEE - TR R EE S
TS NACR T o q HAERAFREERT B SR AR ST - S FUIA e R T
MA et E EE - DIEAERRERGE PR SaE - EARCR A= Eary/KCE

B

R— 1 il BB A R R I RVB A R EEY)

a8 B/ RS e R /SR B FEt
DIME ZER
Dronedarone GAYIFTEL AT REE R AL BRI AN L RS
PraRghs AT B R O EE  BE s/ AT AUE MO
AYTHE =330 E 4
Nifedipine (immediate ARmEE R AEMEEiREk &
release) GRS EHY R

5



a8 B/ RS e R /SR

Amiodarone

g S 4
Antidepressants ({5 E
)

Amitriptyline
Amoxapine
Clomipramine
Desipramine
Doxepin (>6 mg/day)
Imipramine
Barbiturates
Amobarbital
Butabarbital
Butalbital
Mephobarbital
Pentobarbital
Phenobarbital
Secobarbital
Ergoloid mesylates

(dehydrogenated ergot
alkaloids)

Isoxsuprine
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Apapli

Estrogens with or without
progestins

Growth hormone

Sulfonylureas (long acting)
Chlorpropamide
Glimepiride

Glyburide (Glibenclamide)

A e

Proton-pump inhibitors
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B B/ RS IEE ) B Fects5
NSAIDs)bRI B EA
erosive esophagitis »
Barrett esophagitis ~

pathological

hypersecretory condition

BT RIS S (04 Ho-
antagonist) i 117 AR
NGl

ANFEEEEE American Geriatrics Society ° American Geriatrics Society 2019 Updated AGS

Beers Criteria”for Potentially Inappropriate Medication Use in Older Adults. J Am Geriatr Soc
67:674-694 > 2019.
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Syncope

B REHILA 2858

o R AR T 5

JERR T FAIEEY)
AChEIs

Tertiary TCAs

Antiepileptics
Antipsychotics

Benzodiazepines

Nonbenzodiazepine

/ benzodiazepine

receptor agonist

hypnotics
Eszopiclone
Zaleplon
Zolpidem
Antidepressants
TCAs

SSRIs

SNRIs
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MR RE (R amfH | Estrogenoraland G = BA(CI AR estrogen) 2P (i
)] transdermal(f T

278 F Estrogen)

ANFEE=EE American Geriatrics Society ° American Geriatrics Society 2019 Updated AGS

Beers Criteria“for Potentially Inappropriate Medication Use in Older Adults. J Am Geriatr Soc
67:674-694 > 2019.
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Aspirin FHFY IS
BRIR KK B
FYH R TR

Dabigatran

Rivaroxaban

Carbamazepine
Diuretics
Mirtazapine
Oxcarbazepine
SNRIs/SSRIs TCAs

Tramadol
Dextromethorphan/

quinidine

Trimethoprim-

sulfamethoxazole

B

Aspirin 35pCHY H TR B R R S e &8
I - A e R AR LB BRI )8R TR
PHlRERSr G - (H H AR IR
N {EES  o H ATt e SR B
F Aspirin 2358 RERTAD -

£ 75 g PA B A AR Rk Mz e
FE(VTE) 00 FFEREN(ADI » AHES
warfarin F1EA direct oral anticoagulants 5
w oGS i E b

ARENNEPURIPRIE 73 bk e TR
(SIADH)&E;, hyponatremia ; {34 A5 H
HF FEAE R 46/ SRR B 12 B ISR T RS

BRI T REIR G, = e (H S
4HEhsE PBA™ SR ) HT RE S IR (]
b HLA B PREEYEEY) S EAE A -

Bil ACEV/ARB IR 8E A creatinine j5[R
N REI A S ST e

R= - BB EEEEERHEENERERSEY

B g

T05%LL ERE
A

()N
PRI R 2E
(VIE)Eu0 5
EHEN(ADIF

R TE(sE A i

R TE(E A i

R TE(E A &

ANFEE=EE American Geriatrics Society ° American Geriatrics Society 2019 Updated AGS

Beers Criteria“for Potentially Inappropriate Medication Use in Older Adults. J Am Geriatr Soc

67:674—694 > 2019.
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Antiarrhythmic Disopyramide

Promethazine Triprolidine ~ Pyrilamine

Antidepressants Amitriptyline ~ Amoxapine * Clomipramine ~ Desipramine -

Doxepin (>6 mg) * Imipramine * Nortriptyline + Paroxetine ~

Protriptyline * Trimipramine
Antiparkinsonian agents | Benztropine ~ Trihexyphenidyl

Antipsychotics Chlorpromazine ~ Clozapine * Loxapine * Olanzapine ~

Perphenazine ~ Thioridazine ~ Trifluoperazine
MAPR 2SRRI (BT S PR A )

Antimuscarinics Darifenacin ~ Fesoterodine ~ Flavoxate ~ Oxybutynin ~

Solifenacin * Tolterodine ~ Trospium

A= E NSRS T

Antiemetics Prochlorperazine ~ Promethazine

HA AR

Antihistamines (Z5—{X)) | Brompheniramine + Carbinoxamine + Chlorpheniramine
Clemastine ~ Cyproheptadine ~ Dexbrompheniramine ~
Dexchlorpheniramine ~ Dimenhydrinate ~ Diphenhydramine (R
[1f%) ~ Doxylamine ~ Hydroxyzine ~ Meclizine ~ Clidinium-

chlordiazepoxide

12



Antispasmodics Atropine(HRFH[#:41) ~ Belladonna alkaloids ~ Scopolamine(HE F

RSN

Dicyclomine Homatropine(HE FH[#Y)) ~ Hyoscyamine ~ Methscopolamine
Propantheline

Skeletal muscle Cyclobenzaprine ~ Orphenadrine

relaxants

ANFEEEEE American Geriatrics Society ° American Geriatrics Society 2019 Updated AGS

Beers Criteria”for Potentially Inappropriate Medication Use in Older Adults. J] Am Geriatr
Soc 67:674-694 > 20109.

SHE IR

I.

American Geriatrics Society. American Geriatrics Society 2019 Updated AGS Beers
Criteria®for Potentially Inappropriate Medication Use in Older Adults. J Am Geriatr Soc
67:674-694 > 2019.

Denis O’ Mahony et al. STOPP/START criteria for potentially inappropriate prescribing
in older people : version 2. Age and Ageing 2015; 44: 213 — 218

PRZS, et al o {7 ANFHEEAERIZ T B - REERE2HALE BT - 45 26,55 9 10
P370-376 -

EECFREY L& - A EFRB s HERFERIERTT - YIi—R] - 2167 -
B = R - 2007 4

EECFREG 4R o EHWIEREE - AR - 210 - SHIEF WAL -
2020 4 o
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SR LB RAVIE MR Z — - DISEEIR P > 2020 SE49A 75,000 £ 6 2 11 3%
MR BB TEAZ RN T R BN | - [EEE  RIBE RERE 2013 FHEIR A

FEEAIFEA AR 12 B MR RS B AT B B A R AR R Fs 6.7% » BHERMGHIEL
2By 7.8% > EALLEERN 5.4% 0 DL 2014 4F 12 B DU A 8EMS » 495 16 5 5 T4
SRR TR 2 o GRE T E AR AR A M R B S A S SRE R R A T a T
B SR B AT AT RE R N B B R R - (IR ~ i ERIDF R PRI 55 > mIREE RR (il
% E MBI - (RS a8y A E AN R Ebs - thoh - PRI R
iy o] BE RSB E L LB HYIPIRAE ST - BB E

Dupilumab ¥ Y AR P EE S AL M RS 3K~ R BB REE—) » 18

2021 4 10 H &L= & an &) BE (FD AL AR PR e B o B Sl
ZAEFEL ZEBR

71N

pl)

2017 4F 03 H [k A FALME RS 3%
2018 %2 07 H = IIN S MERZE R
2018 4F 10 A FE[H 12 5%LL E el
2019 4F 05 H F[ER 12 -17 5% FALME RS 3%
20194 12 H = 12 -17 5% AR %
2020 4E 07 B Y 12 -17 5% Al
2021 4 10 £ 6-11 155 S
BEYEH

FRIE 2Bk Al Bl 40 4% (Global Initiative For Asthma, GINA 2021)5 » $@li 57 Ay’ A
B B TAIEE R (type 2 inflammation) TR ELHYSE AU SE e (type 2 asthma) DA K IEEE —
FIS I (non-type 2 asthma) - [ f§x EE 2 Al (severe asthma) A HE—F B _BIR
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LLT

HE TR & 1

)

PRI HH 0 25
FRDUS B B A R AT SR SRR FE AR E - BIRTaRAvIE = Ua s -
FPERE B IR E 7 B A P28 anti-IgE )
eSS AU SR 2 A= W BRI A ASERC RO

V—

SRt S
F57 TP (E]
G > LU N RAS REE] FDA EA%

Hr1 L Dupilumab {8 S8 A2 5 -

HETTERACA B/ 72068 -

FHEHE 6 BRLA LI ©

Children 6-11 years

lived "

Per

Assess, Adjust, Review

Symptoms

Co

of die is if ¥

T,
Symptom control & modifiable &4 &
risk factors (including lung function) 3| =
Comorbidities

Inhaler technique & adherence Pt

Child and parent preferences and goals

Exacerbations
Side-effects
Lung furicion Treatment of modifiable risk factors
Child and parent & comorbidities
salisfaction Non-pharmacological strategies STEP5
Asthma medications (adjust down or up) el
. L ; Education & skills training phenotypic
assessment
Adjust treatment up and down for STE_' 4 +higher dose
individual child’s needs STEP3 Medumdose | |cs.| ABAor
ICS-LABA, e
STEP 2 Low dose ICS- OR low doset e.g. antilge
. ) STEP 1 Daily low dose inhaled corticosteroid (ICS) @&Rg‘:ﬁ”m f:l'nz’;”‘“'
to prevent exacerbations {ﬁ(::e:i?-ar (see table of ICS dose ranges for children) very low éose. A
and control symptoms SABA taken ICS-formoterol therapy (MART).
maintenance and Refer for expert
reliever (MART) s
Consider daily Daily leukotriene receptor antagonist (LTRA), or Low dose Add tiotropium Add-on anti-iL5,
Other low dose ICS low dose ICS taken whenever SABA taken ICS +LTRA oradd LTRA or add-on low
controlfer options dose OC&
but consider
side-effects
RELIEVER As-needed short-acting beta2-agonist (or ICS-formoterol reliever for MART as above)
*Very low dose: BUD-FORM 100/6 meg
tLow dose: BUD-FORM 200/6 mcg (metered doses).
© Global Initiative for Asthma, www.ginasthma.org
Confirmation of diagrosis if necess L
Adults & adolescents Symptom control &qmon'P.‘\sbJ\e o = -
12+ years risk factors (inciucing lung funclion) I 3
Comarbicifies
P lized asth " Inhaler technigue & adharence ’
Assess, Adjust, Review = Patient preferences and goals dsTnuh
for individual patient needs Symptoms
Exacerbalions
Side-effocts Trwatment ef modifiable risk factors
Lewng funetion and i
Patien! salisfaclion Nen-pharmacological strategies
Asthma medications (adjust down/up/between tracks)
Education & skills training
STEP 5
STEP 4 Add-on LAMA
STEP 3 Medium dose Refer for phenolypic
CONTROLLER and STEPS 1-2 Low dose DEEED assessment ¢ ant-lgE,
PREFERRED RELIEVER As-needed low dose ICS-formoterol Sl
(Track 1). Using ICS-formataral ICS-formoteral Censider high dose
as reliever reduces the risk of IC8-formotaral
R comparsc et RELIEVER: As-needed low-dose ICS-formoterol
using a SABA reliever
STEP S
STEP 4 Add-on LAMA
STEP 3 Medium/high Refer for phenotypic
CONTROLLER and STEP 2 poulose (DL = anbiaE,
= STEP 1 maintenance ICS-LABA anti-ILS/5R, anti-IL4R
ALTERNATIVE RELIEVER A Low dose ICS- Consider high dose
i ake enever LABA
(Track 2). Before considering a SABA laken maintenance ICS |CS-LABA

regimen with SABA reliever,
check if the patient is likely to be
adherent with daily controller

Low dose ICS whanever
SABA faken, or daily LTRA
ar add HOM SLIT

Medium dose (CS, or
add LTRA, or add
HOM SLIT

Other controller options
for either track

RELIEVER: As-needed short-acting f2-agonist

Add LAMA or LTRA or
HOM SLIT, or switch fo

high dosae ICS

Add azithromypein {adults) or
LTRA; add law dose OCS
but consider side-effects

[El— ~ PR A
15
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PP e A% A 5 R SR 2 R B A R R e b ©

Gsty/L | Gty =HEEE  BThEE
. . BES®> 150 -
puptumab | antille ety ; %i/& 0| s FEVI /b 0CS
P FeNO > 25 ppb ’
allergen-specific
Omalinumab IgE ; BES > BE R /P ICS
Xf)r;zilrzuma anti-IgE | 260 cells/uL [ 25% | BEEA OCS f&ift5t
FeNO > 20 ppb AR g
[ FERE
G
Mepolizuma . AT K Ju—— NS
b Nucala anti-IL-5 | - 50% I:ZEJEVI HEAE L OCS
BES >300
cells/uL ; 1EFE
Reslizumab LR AT=I [ 50- -
e ti-IL-5 | | > # FEVI1 e R
ahem | S e mare (e | D
e 5 S
E8
Benralizuma .
anti-IL- FEEAEK 25- = S
b SR 0% %= FEVI Jik/ OCS
Fasenra

a. [IE FrERE - Ek$ B (peripheral blood eosinophils, BES)

HET e

Dupilumab j&—71 1gG4 NHBEMPAR(E ) - EREE S S E -4 (IL-4)
LR HZR-13 (IL-13)Z BatE Gie BRI H -4 o ZAG(IL-4Ra) AL - HEIHIH] IL-4
Jz IL-13 HYEREEHE - Dupilumab A]5EHERSS THH(Type D2 BG4S & i IH] IL-4 ZHE
% > DURGHE 8155 T1JA(Type 1) S2#a 45 & 1 [FIRFIIA] IL-4 K2 IL-13 23U AR -

5 S S SN SR 1 K7 5 3R Y B B RIA] » B PNHY IL-4 B IL-13 Z R g Hm e
sEAL o HEIT B2 TS R BRI (B4 STAT 1 JAK) » #—5 [fERFAHAEAYEE X - H

1 STAT-6 bl { LEVIRTE & s — S LR S Rl B E Rk A (18 ) -
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Dupilumab [HE IL-4Ro B[] IL-4 DLKz IL-13 SR Frafadnyas S e - Bfs
FERL(E 2% R AN 2 (proinflammatory cytokines) ~ i#2{E 2% (chemokines) ~ —& /L5

(FeNO) s % Bk & 1 E (IgE) -

HDUPILUMAB

IFENO -
Blood eosinophilsﬂ_l.
A A

>
\\',’\
IL-4Rq IIL-13Ra1 rl_-l3R02

-~
\’NUCLEUS ThZ dlff‘erentlat:orl\
Airway inflammation

[~ ~ Dupilumabf FF s’

B R

FDA %4 Dupilumab F7A 6 & 11 % i E 2 B RN - SR 3 ek - &
T R EENES LIBERTY ASTHMA VOYAGE Trial (Y4558 o 2 BE4% %5 (primary
endpoint ) £y B — N B B R 55 2% 4Rl (secondary endpoints) Bl & B E{E AL
SRV L DL SOE B R E S G 7 B ERACQ-T-IAWE Lok & - sliaai s
Dupilumab ¥4 HiIHY = 8 22 25 1 5 B SR Ui e e o oAk il 90% Y i 2
B /DR TR S RE DU ERE M mER EOS >300 cells/uL © Dupilumab FZ]
& 5 100 mg/kg (=15 kg) Q2W = 200 mg (=30 kg) Q2W » B St 3 {F A B B I
BEETHE - — R PIRE 65% (FERNM S EREF 0.24 vs 0.67 1) ' -

TR sfE IR RRI AT FEV 1 (predicted pre-bronchodilator FEV1)AYH 43 EE2K
fir s - AHENEIEGZE - () Dupilumab BB FEEELCERHTIAE - 15 12 B85 A 5.32
9 © 1F 24 8% > DL ACQ-7-1A ¥l » BREAVRIMEIEIE(81% vs 64%) ' > FETHEALL

Ko ER AR -
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ZEMEERECRHERT 12 prLL b~ SRRy o B R R HISE R — 2 -
Dupilumab HHECFEIIREH > BT AER Ry 83%8H1 80% » Horir i RAE EHHIL L

& (18% vs 13%) ~ gt EPFIAEREE (12% vs 10% ) MIMERZM: A MEKIE ZE (6%

vs1%) '
(EHRIE
RIS b > DLRZ NS4 4E
EAES R HEENE
(1 ik Sz B M [ B (B 2R SRl A B | REARTET R £5600 mg - $325 LA300
RAKEVE | BEERMEGHTEEERMERER | mgf@EEH—X
(25K AE) | s LIRS F5400 mg > F£E L1200
R A mglF i EH— -
GUE BEEE >15 & <30 kg AT 100 mgei547E300 mg
(6% 115%)" | B8 >30 kg 200 mg
N REFE
N RKEE R
BRUE <1% R B RGE U E » (7
Gt F SRR P BT 3R SRR SR A A G IR BRI

i PRl B P R PR A | R e BN TR R RIS E
i ECEHEE RIERE

<1% anig R A P e [ e AR ()

I B M BRI 25
(5,000 4HHfI/mcL)

Grr LA ERRIRDTFESE R LR EE5 | > Dupilumab RJERE DA BAEHIRTLIAE ~ 8
B E SR ER - [AEESSE FDA %8t B2 8 B B SR B S e SR R 7 20 1 W 7
£ EHEYSURILE RS A B AERSOT ERIESE T > RER S A A E PURRK
/D RS T e 5 2 B A R A B S > A th 3 e — AV A BRI EBUR oA e
iE - ] LRt B ptaEE - RIEFREAA -
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R LB FRRE (SIS Trastuzumab FJHER - 5085 T HER-2 751856

FLIE I B R HER-2 [5ME49(5 20% » AHEZHY HER-2 [t » st a & s rybg 4

e SE [FIH IR P T LA &R » SNSRI T ER T - (BRI gD A
BYUMEHT HER-2 [543 - hFR O LRA SR A RUEAVTHIR -t H AAFHY —4R 58
Yt &4 (antibody-drug conjugate, ADC)AVHE &

2

7 INIERE R EERENE - fife
L =B 53 Ak (Fig.

PREERE o
ADC:s 518
YIE GRS B S AU RS RISEY ) — R A g
HaxEEY) (payload) Fi#%EF (linker)

N
1) » 53R E— b (antibody) ~ 4HHE
Rl R e A i T e N E— M eSbiE - FIHPEE M ES 8%

SEEYII R — (R IR - BOARUR IR A BRI
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Antitody —l

Cytotaxic payload _]

Figure 1. ADCs 451
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H—Mpige (antibody)

Immunoglobulin G (IgG) £ £ZHY ADCs fifie 528 » FralE 1gGl - MEBRSEET
ARAFHYIAGSS 5 1 (complement-fixation) 1 FeyR-4 & 8 JJ(FeyR-binding capacities) »
DRIIEE A 2 AR SRS fCRE 1 4T A 2557 £ H (antibody-dependent cell cytotoxicity, ADCC)RIf#S
i [l (complement dependent cytotoxicity, CDC) » BRARR A SR H R FLiRE
AR b - B EANE E R IR E A o RIS SR E 78 R R AH R M
(tumor-associated)ifi 7 i i & — 4 (tumor-specific) - ElI{FEHIHVELRR T N S RRE LAY
(on target-on tumor toxicity)t, B §E[RIE FFE I i 4IAt (on target-off tumor toxicity)fj %5
ko 54N o AT REIN R I BiRF E A (off target-off tumor toxicity)|fij 28 A= e A Y 25
M o DLAE BB B ETRIHHIERYA HER-2 & Trophoblast cell surface antigen 2

(TROP2) > s flfERTHY HER-2 [ AL =2 AL e -

HlpEEREEY) (payload)

ADCs IS5 T YRR ZEYIN G HRFEEL (therapeutic index) » FEIL ] DU B 251
PR S B FIE IR S A R C B SR AHRE - 4IRS B S5 K
W EF S » ZEP)PTRGEE(Drug-to-Antibody Ratio, DAR)E FH 2R R &R i ATk
AR EEREEY R o A1 - A AR R Y LA 55 B U (bystander effect) » LS
HY4HAR AT 225 14 (cell-permeable) » R T SRR A A AHREA ML AT DASE 22 B BRI A 4
fl > &R ERDURRREAN AR R -

#&ET (linker)

HSE T2 ADCs (VEHRS - HIREMEE T 2ES 8 ALEEYE MR T2 E
M~ BHERIEE T ~ SEYITTRGTENI B UE - ARERVERE T A RE G T2 PRI
RS e St - T T DIRE S g VB RE 7y - AT UJE R E 1 (R I
sTHYARIE - A[7E48 pH (HINE ~ S(LE R SEE 2 EHEAIIEHGUIET - iR
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B © R T LT I RN TS (Iysosomal enzyme) [ERES
SRS T4 RRIEY) » (B SR TR E MRT L 75 5) A R M
A (off-target) + BABER NPT R EUAUHIZEENE « S8Vt 2 B - Rl
SRS -

BRITREA HER-2 [F4FL %2 ADCs
Ado-Trastuzumab Emtansine (T-DM1)

Ado-Trastuzumab Emtansine 52 55—{F F 7 HER-2 [ ML) ADC > 45441 HER2
FIHTAS trastuzumab FHIHITE B EHIFEYVE DML - H#EETEA o UJEMR » S84
T AR S 2 /K (F IR Lys-DMI (Fig. 2) > HETA AR EREAE - &
REWERFBEL ~ B R ~ M/MRET ~ BOSFIFFHEE LT ((Fig. 3) > REFREIHEAHTINE
BB AR EN S -

7 EMILIA 555 > $252 3 trastuzumab B taxane J& L {1 HER-2 [514:
AR © T-DM1 ffH] capecitabine & lapatinib ff Ff capecitabine fHEL - w583
DR BE I EHA(29.9 vs 25.9 months ~ HR 0.75 ~ 95% CI 0.64-0.88) = 7F TH3RESA 3k
Ho 55 4R LIS HY HER-2 (SRS MEZU0E - T-DMI FHESA B AT E Fe S g s
fEEE EAERE(6.2 vs 3.3 months ~ HR 0.53 ~ 95% CI 0.42-0.66) 1% g 1
(22.7 vs 15.8 months ~ HR 0.68 ~ 95% CI 0.54-0.85) - #THAMYEAEs » KATHERINE $5
t o 7% HER-2 [ FHRALE MR LR A A R ERp kL - (2 T-DMI AF#ER

trastuzumab FJ 03 = FERYHAF BE MR EE(88.3 vs 77% ~ 95% C1 ~ 0.39-0.64) -

Fam-Trastuzumab Deruxtecan-Nxki (T-DXd)

T-DXd HyHiAG & 2540 T-DMI [F] /5y trastuzumab > (35 T RIGHAE SR S8R5
{1572 SR AR EFY T-DM1 » T-DXd Ay T8 0 DI 48y dipE b oige
s A4 2 1 B (cathepsins) NUARG G (Fig. 2) » FEHHVAINE S S5 Ryt — T 0 tE
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FLRERGHIHI] (topoisomerase 1) » REAHRE AT ZRE MEM A B ERIE - FHHEATERR
FUE S =B HER-2 (R BIAVREIRIATAG - BT wT AR M 2L - 1E SRR
DESTINY-Breast01 & » T-DXd Fij* T-DM1 J&EABULIVEERS EALRE - SEIGmE
(objective response rate, ORR) [ 60.6% » FEZHCHERTfy 16.4 (8 H 5 HAEHBIEINE
SRR AR B - ZBIRIER By 58.3% - SEPHTEYERERT 18.1 A - 54 > 5=
HAEEKaB% DESTINY -Breast03 ft - ¥ —4 6 {1 HER-2 [ M #8f4 M4 78
T-DXd FE#HA T-DM1 BB T 12 {1 B S LHA(75.8% vs 34.1% ~ HR 0.28 ~
95% C10.22-0.37) » T+ T B MEA(79.7% vs 34.2%) - (B E# = ELAE L R E I
I AR 36.(10.5% vs 1.9% ) -

HRRIE R ~ B ~ o RAREE(Fig. 3) - el EE T-DXd Al bt
ERHERFHRARIIE A - JORTE MERT PR AT 3% - (0 FEEYABE VN BEER - —(EF
(AR BB 4AEE - MR RS 45 T JE[EIBE(0.5-1 mg/kg of prednisone or equivalent
dose) = #2E grade | FIEIMERTER » FIRHERIIEFEFIMAGFEEY) 5 (355 grade 2 5
o R EE 2 B MR E  RIEER A AEH -

KR T-DXd FYS5BERGE - S HER-2 (I 2B Bl S FE 5 [ 38 RR0E > 45—
TE—HANTERER T S P R AR Ry 37% » SRR EALE R 1L B A - (R8T
f/15% DESTINY-Breast04 fil DESTINY-Breast06 HIf5 7151 %5% B¢ HER-2 {EE F 1T AL

& DaHh EER s
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Target Antigen: HER2 (trastuzumab vehicle)
mAb isotype: IgG1

Linker type: non-cleavable

Payload (class): DM1 (Maytansinoid)
Payload action: Microtubule inhibitor

DAR: 3.5 (mean)

T-Dxd

L T-DMT1

’ . ) i

%

> e B A

Target Antigen: HER2 (trastuzumab vehicle)
mADb isotype: IgG1

Linker type: cleavable

Payload (class): Dxd (Camptothecin)
Payload action: Topoisomerase-1 inhibitor
DAR: 8

Figure 2. Main features of ADCs currently FDA-approved for the treatment of BC.

Abbreviations: T-DM]1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; HER2,

human epidermal growth factor receptor 2; mAb, monoclonal antibody; DAR, drug-to-

antibody ratio; DM1, emtansine; DxD, deruxtecan; Biorender.com (accessed on 15 March

Infusional reactions
(4%)
.
WBC decreased (5.9%) . ol Transaminitis (24 2%)
50
H 2 Ejection fraction
Ocular toxicity (0%) .. 5 . F decreased (2.2%)

Palmar-Plantar
----4 erythrodysesthesia
(1.2%)

Platelet count
decreased (28%) 1

Anemia (10.4%) (<19

MNausea (39.2%)". " Fatigue (35.1%)

Vomiting (19%) Diarrhea (23.3%)

= Trastuzumab emtansine (T-DM1)

-/ Interstitial lung disease

Infusional reactions

(2.2%)
WBC decreased m
(21.2%) __Transam-mtls (<2%)
503 d
7 Ejection fraction
Ocular toxicity (<2%)
ular toxicity ( ) - F; o decreased (1.6%)

Palmar-Plantar
-+ erythrodysesthesia
(<2%)

Platelet count
decreased (21.2%) |-

. e Interstitial lung disease
Anemia (29.9%) (13.6%)

Mausea (77.7° Fatigue (49.5%)

Vomiting (45.7%) ‘Diarrhea (29.3%)

= Trastuzumab deruxtecan (T-Dxd)

Figure 3. Toxicity profiles of the antibody—drug conjugates currently approved or in

late stages of development.

Abbreviations: WBC, white blood count; T-DM1, trastuzumab emtansine; T-Dxd,

trastuzumab deruxtecan
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