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L, 2 U3
(1) cHat Zzte| E4
@ SHFoH)2)3)4)
O (98} a2 ode S 71 B, dA &4 7[2e2s ofd B =
Set B2 =, 202040 AfZ0| gdel etXt= 24,023H el FEetel 5
A difdES2 #Z ol Il 49 44.5%. HF =2 72t ekt
£ FohAl x7| faketolLt, of 10% MEo XS Mol fuetoz
chE.

(Fl=h) HER2 M o8 = A A 5stH M (IHC: immunohistochemistry)
o M X228 (ISH: In situ hybridization)2 2 EEESEH

IHC 0/1+2 HER2 840|H, |[HC 3+ HER2 24 el.

IHC 2+l &< HXA2[F&E(ISH: in situ hybridization) 22l Z <0
HER2 2Mdo= Hchat,

A gk
ol HE.
NCCN guideline(vs, 2023)6)0| M= HER2 kMol HXN I} =7tsstAHLE ™
ol <setetstXtolM 11Xt X|ZHZ Pertuzumab + trastuzumab +
docetaxel/paclitaxel, 2x} xX|=2HMZ AlEZ(caterogy 1, preferred), 3%}
X|2XM 2 trastuzumab emtansine(T-DM1)& &1 &t

[NCCN] systemic therapy for stage IV(M1) HER2-positive Breast Cancer

1) S7RHESA Qd R (20204 HESEA)

2) DeVita, Hellman, and Rosenberg's Cancer Principles & Practice of Oncology 12e.

3) Harrison's Principles of Internal Medicine, 21e.

el 2022, @5RRes.

4)

5) HER2: Human Epidermal growth factor Receptor—2

6) NCCN Clinical Practice Guidelines in Oncology. Breast Cancer. Version 5, 2023.



HR-Positive or -Negative and HER2-Positivel:*

Setting Regimen

Pertuzumab + trastuzumab + docetaxel (Category 1, preferred)

- . |
Cirst g Pertuzumab + trastuzumab + paclitaxel (preferred)

Second Line" |Fam-trastuzumab deruxtecan-nxki™ (Category 1, preferred)

Tucatinib + trastuzumab + capecitabine” (Category 1, preferred)

Thirg Line Ado-trastuzumab emtansine (T-DM1)°
Trastuzumab + docetaxel or vinorelbine
Trastuzumab + paclitaxel + carboplatin

Fourth Line Capecitabine + trastuzumab or lapatinib

?:'c;iil?;md Trastuzumab + lapatinib (without cytotoxic therapy)

se‘:;uence i Trastuzumab + other chemotherapy agents3f

not known)P Neratinib + capecitabine

Margetuximab-cmkb + chemotherapy (capecitabine, eribulin, gemcitabine, or vinorelbine)

Additional Targeted Therapy Options see BINV-Q (6)
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ole] B-F(Siewert ¥5)
- Type I (adenocarcinoma of the distal esophagus

o}

- Type I (subcardial cancer)®= <Al ¢

- A 1~5cm oJdiel 9]
- Type II (true cardia cancer)

A

==
10) DeVita, Hellman, and Rosenberg's Cancer Principles & Practice of Oncology 12e.

7) DeVita, Hellman, and Rosenberg's Cancer Principles & Practice of Oncology 12e.

8) Amin MB, et al. AJCC Cancer Staging Manual. 8e (AJCC 8th)




2lsfsoz  =Asin, HER2 YA  offE  HAXSSHM(HC:

mmunohistochemistry)11 2} XM XI2| 22 (ISH: In situ hybridization)2 2

ekt

IHC 0/1+2 HER2 840|H, |[HC 3+ HER2 24 gl

IHC 2+2l Z< HMXI2| 2 (ISH: in situ hybridization) Aol ZA<0
HER2 Mo =z Ht

9

O (x2) Hold flde| Az FH2 54 2tat, 4& A% & 4o & gt
olo{, x[Zo| ME{2 ZHAto| MilsAMEf, SEHE S, V7|5 HIt A=
=1t 2PH HER2, MMR/MSI, PD-L1 &AL Z1t 52 S&MH2E 112{5}0]
O|F01d. HER2 &Ml 22 EHER2 RYHES 1A X222 1&gt

HER2 M  M™Mo|Md  flete] 11X  RX=ZZ&  trastuzumab +
capecitabine/fluorouracil + cisplatin 20| A1 x|, 2x} XEZ2&
FOLFOX, FOLFIRI, DCF 2| &etststeH(Cfstazir|eted2ets]) E=
ramucirumab + paclitaxel 0| #H1=0{ 33X X|ZO0|= trastuzumab
deruxtecanO| A1 E .

Az stetd A date] sjd(F A d= Y AR ho] =]l 2018, kel et
HER2 % W= AAZASGAN 27
A 0 FTEAE] 10% vtel A ¥4
=4 1+ FTEAE] 10% oVdolA S Aast d-84d; dd AlEte] AR Myt B
ik 2+ FTEAEE 10% oVl MRt A B 7149590 oFRl~F5 9] B4
& 3+ FTEAEE] 10% o1doll ] Mazet AA = 7] A4Sl 3t v




Palliative systemic therapy (Flowchart 6)

Locally advanced unresectable
or metastatic gastric cancer

l

Evaluation of performance status,
comorbidities, and organ function

Best supportive care if

!

unfit for treatment

Palliative first-line therapy

| HER2-negative |

|

| HER2- positive ‘

¥ L ¥
Nivolumab Fluoropyrimidine Trastuzumab
+ FOLFOX or XELOX + platinum + FP or XP
Preferred in PD-L1 CPS 25 | | |
Palliative second-line therapy
525
Ramucirumab Pembrolizumak
Taxane or Irinotecan Ramucirumab
+ paclitaxel for MsI-H/dMMR
Preferred | | | |

!

Palliative third-line therapy

Nivolumab

Taxane or irinotecan
or trifluridine/tipiracil

A

—

0ot

2

oloO
/| -

12) 9% 919 A8 stol=eiel 2022(N 91 25}3))

(=]
=

o

QOI
= T

!

Trastuzumab deruxtecan
for HER2-positive
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O MEE2 “o|™of| st JtX| o[Ate| & HER2 7|Hie| @HE Fof g2 H
M 27tsst E= ™MOo|M HER2 M wFukeh StXtel x[2” 3 “o|™o| &
HER2 X|E& =Z&slod 5 7 o|ate] @S 5o 82 =4 XM E=
Mol HER2 M 2 Es AEZHEF MtEBe| xX=7d It F
A2, HER2 ®#X ZAet <=2 =2A el ADC(Antibody Drug

Conjugate) MM, HER2 antibody®!l trastuzumabz} topoisomorase |
AMsl Al 2l deruxtecan(Dxd)2 =2ld 7ol el ZEAIZ] kx| l13)14),
Al 2 B3 MEel HER20| Zesto] M=E=EUZ Flst = LjFel 2
5 g20 2olsf #H Actxeod, 2=F deruxtecanO]

At

— deruxtecan< irinotecan?| A CHALXA|I QI SN-38HEC} 2F 1
topoisomerase | 94X HME2Z LIEIL= A2 ¢ H JUS.
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— NCCN guideline(vs, 2023)0| A=
Hub Mol Futete| 2&t X|

— ESMO guideline(2021)0lM= HER2 Mol Mo|AM FEretofM taxanez}
trastuzumab F0{ T XM= A0 F0oist= 2x XBEHZE HLIEH, A,
MCBS score 4)

13) FDA label(Enhertu)

14) AT Sl S7ARALE R Folake

15) DeVita, Hellman, and Rosenberg's Cancer Principles & Practice of Oncology 12e.
16) Harrison's Principles of Internal Medicine, 21e.

17) NCCN Clinical Practice Guidelines in Oncology. Breast Cancer. Version 5, 2023.

18) A. Gennari, et al. ESMO Clinical Practice Guideline for the diagnosis, staging and treatment of patients with metastatic
breast cancer. https://doi.org/10.1016/j.annonc.2021.09.019.

19) Sharon H. Giordano, et al. Systemic Therapy for Advanced Human Epidermal Growth Factor Receptor 2-Positive Breast
Cancer: ASCO Guideline Update. ascopubs.org/journal/jco on May 31, 2022:DOI https://doi.org/10.1200/JC0.22.00519



— ASCO guideline(2022)0l|AM= HER2 &AM XM FHEeh| 2X X|EXMZ
H 08t evidence of quality: moderate, strength of recommendation:

strong)

@ e

O AMEEF2 WatA20) 5! ARl Z X[ Fl21)22)23)0(| M A EHs | MO[M HER2 2F
M 2leto| 2x} o|Ate| MAlGtetfHoz AHE

— NCCN guideline(v2, 2023)0lM= HER2 &AM o MM EIIsEH =24
A Mol {etol 2xt o|AF X 2MZ HII(Category 2A)

— ASCO guideline(2023)0lM= HER2 &M RISHAM 2| e qAEHEHE
Metof| 2xF oAt X|EM 2 H I (Evidence quality: Moderate, Strength of
recommendation: Strong)

= 2 X2 Jto|=2tel(2022)0| M= HER2 M HX =7t
o, dold floll 3x x|=M = He

)

A
0

P 24

2 rok
ofr
ro

20) DeVita, Hellman, and Rosenberg's Cancer Principles & Practice of Oncology 12e.
21) NCCN Clinical Practice Guidelines in Oncology. Gastric Cancer. Version 2, 2023.

22) Manish A. Shah,, et al. Immunotherapy and Targeted Therapy for Advanced Gastroesophageal Cancer: ASCO Guideline. J
Clin Oncol 2023;41:1470-1491.

23) A gIok AR 7hol=ee) 202219198
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O [DESTINY-Breast03]24) o|XMof| & HER2 7|Ete| StHIX|E ol A
o ZIgist Mo|Md HER2 M el =2XlE UM 2, AMEEF(n=261,
T-Dxd)Z} CH=(n=263, trastuzumab emtansine; T-DM1)22 JFZi2|
Hi & SF Cl=7F 370 34F AN Y Z125)

o

- 1% ®oIX|ES RAW MEV|Zi0 FUUS AHEDE

—

— O O = O HA — — o — L S y
=2 6.87H&E 2, M’“EEQI Tl ME=T[ZEO| =T CiH| w2lst
A AZE(HR 0.28, 95% Cl 0.22-0.37, p<0.001)

A Progression-free Survival
L0~

o Tio—
=
-% cii Trastuzumab deruxtecan (N=261)
=5
5 . 3 "%
30— bbb
o
x
k= &0
= 304
20— Trastuzumab emtansine {MN=263)
10
o T T T T T T T T T T T T T T T 1
¥ 2 4 B 2 10 12 14 16 18 20 22 24 26 28 30 32
Manths

FolstAl HAF E= HME.

- A dEV|tel SYue dEEFLA =T 25 D= 2US
(HR 0.55, 95% Cl 0.36-0.8

= 1270 ERte] TA dEHE2 UEETL 94.1%(95% Cl, 90.3-96.4),
O = 85.9%(95% ClI, 80.9-

24) J. Cortés, et al. Trastuzumab Deruxtecan versus Trastuzumab Emtansine for Breast Cancer. N Engl J Med 2022:386:1143-54.
25) WAV SRS A ET 16.2719, gl 15.3701€9 Y(cut-off date: 2021.5.21.)



2 = Trastuzumab deruxtecan (N=261)
< 30
g 70 Trastuzuﬁab emtansine (N:.263)
Q
= 60
g 504
é-f 40
o
§; 30
E 20
T
L0 S e B S HSLY E s B B R e B e B B B B B e B B m e B ey B s
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months
(28] MEEFD} tfx=Ze MA M=7|2F Kaplan—Meier =24
- DN U2 E202 MHET 79.7%, HET 34.2%2 MHEZO
SE0| =+ tfH| o =AZ(p<0.0001)

— grade 3 O|2te| <tE ZH FHEF2 MEEZZOIA 45.1%, =AM
39.8% EM3IF oo AMHELOAM IR & HEA2e s A4S
(19%), 28 2B (7%)0IAL, =2 it 425 (25%), AST
2S5 (5%)0[AZ.
= |LD/pneumonitise=  2AlEEZFOA 17H(10.5%) MU L1, 29

(0.8%)0| grade 3 O[MO|AX, H=T2 5H(1.9%) UMSIF L,
grade 3 O|&2 giAUZ.
O [DESTINY-Breast03_update]27) 34&F 2AHDESTINY-Breast03)2| F=7 &

E ZA1}28)

— 1At "GoHX[xel FR HET[ZHe S22 MEEL2 28.8701&, =
T2 6.87MEZE, MNEETe FrA METV|ZH0| =+ tiH| ®estAl o
2E(HR 0.33, 95% Cl 0.26-0.43, p<0.001)

26) ORR(overall response rate): CR(complete response) + PR(partial response)

27) Sara A Hurvitz, et al. Trastuzumab deruxtecan versus trastuzumab emtansine in patients with HER2-positive metastatic breast
cancer: updated results from DESTINY-BreastO3, a randomised, open-label, phase 3 trial. Lancet 2023; 401: 105-17.

28) WAV FYU2 AHFT 28.4704

, dizT 26,5718 A(cut-off date: 2022.7.25.)



Progression-free survival probability (%)

8o~

60|

40+

20

T Trastuzumab deruxtecan Trastuzumab emtansine
-E Median, months (95% Cl)  28.8 (22.4-37-9) 68 (56-82)
=1 HR (95%C1) 033(026-0.43)
JSR Nominal p value <0-0001
1
LS
b4
S e
- -
_‘\_‘—“H_“ TR
+ Censor t
—— Trastuzumab deruxtecan (n =261)
— Trastuzumab emtansine (n = 263)
O N O O T o P T e P T YU (N PR QN (N Y (RN PN P RPN USRS (T PR | N R (YR P T SV [ rpe N TR (O LY |
012 3 456 7 8 910111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 3435365’?38394D|4142434445

[28] MEEZ = 73 d

0y

7|2}t Kaplan—Meier =4

— — — - o = O x| I
2xt IR zel MA dE7[ZH A vEE2 MEET0| tixET CiH]|
o —_ —
7olotAH HAE E= THME.
= o
< =4 SISHA| EUS
’;5
£ i s
:; Trastuzumab deruxtecan Trastuzumab emtansine
g 20 Median, months (95% CI)  NR (40-5-NE) NR (34-0-NE)
HR (95% Cl) 0-64 (0.47-0-87)
p value 0-0037

T T T 1T 1 1 1 T T T T 1T 1T T T T T T T T T T T T T T 1 T T 1 T 1T T T T T T T 1
0 1 2 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47

Time since randomisation (months)

[08] MEZEZD x| MA MZ=J|ZF Kaplan—Meier =4

2470 ERte A MEH|E2 MEEL 77.4%(95% Cl, 71.7-82.1)0]|
T, =2 69.9%(95% Cl, 63.7-75.2)2.

HAN HSE2 MEEDR 79.%, tHET 35%=2 AMAEELS HIEEO|
CH <0.0001)

P
Hl
2
o
ANl
H
$0
i[fo]
o)

3 ol&o|%U=
U= oA FEAELR oot 2 MHEET 51H(20%), = 17Y

(7%) .



O [DESTINY-Breast01]29 o|&ol trastuzumab emtansine §0{st Z~o|A
HER2 &M SHbeh 3XH(n=184)5 CHAS=Z AMHE Fo{e| s1tE mtakst
two—part30), =t Cir|a Z74 24F A ADf31),

- F0{7(2t LZH 1070 (B9 0.7-20.571 &)
- 11X "HIIX[E2l L ¥S! B2 S (ORR: objective  response)=
112/184(60.9%, 95% Cl| 53.4-68.0)0|4=

rlo
(@))
32

=2
—

2282 (partial response)

= 21 BES(complete response
54 9% % =.

A Change from Baseline in Tumor Size
100+

80|
60|
40
20 -
0,
,20_
~40
60

-804

Best Percentage Change from Baseline in Sum of Diameters

-100

Patients (N=168)
- 2x} WIOIX|E=,
= A EFAME(disease control rate)32)2 97.3%(95% Cl, 93.8-99.1%)
= clinical-benefit rated33)= 76.1%(95% Cl, 69.3-82.1%)
= HISRX|7|Z2te] UL 14.87H2(95% CI, 13.8-16.9)
= S 2R M=T|IZHE 16.470€(95% ClI, 12.7-NR).

29) S. Modi, et al. Trastuzumab Deruxtecan in Previously Treated HER2-Positive Breast Cancer. N Engl J Med
2020;382:610-21.

30) Part 12 PK stage, dose—finding stage® &Aooz APwow, PK stager 37H4] £3H(5.4mg/kg: 229, 6.4mg/kg: 224,
7.4mg/kg: 217) Fo] & PK #2]o] o]FojH 11, dose—finding stageol A& 27FA] €3(5.4mg/kg: 287 37}, 6.4mg/kg: 26 F7b)
Fol ol HF 82 54mg/kg® 2%, Part 2 Part 19] 5.4mg/kg FolwolA 13470 F71H4 0w myjwo] 33,

31 #HA7IZE Fdgke 11110891 0.7-19.9)

32) AW ZHEEDCR: disease control rate): H¥H-E(response rate: complete response + partial response)¥} <SHYHR-E
(stable-disease rate)E &3l A

33) clinical-benefit rate(CBR): W53} 6719 oA X|&H+= oFA Whe- n]&9] &



B Progression-free Survival
1.0+

0.9+
0.8+
0.7
0.6+
0.5+
0.4+
0.3+

0.2

Probability of Progression-free Survival

0.1+

0.0 T T T T T
0 1 2 3 4 5 6 7 8 9 30 I 2 13 14 15 16 ¥ 18 189 Z0

Months
No. at Risk 184 182 174 155 153 135 121 107 103 94 69 54 38 17 11 10 9 4 3 1 0

2ol 2Hx7L 174 olAtel RAES 2 W20, grade 3 Ol4atel £xt
2 T 7 2% BAE2e 557 UA(20.7%), HIE(8.7%), 2A(7.6%)

LD(interstitial lung disease)= 25%(13.6%)0A ZM(gradel/2: 20H
10.9%), grade 3: 1H(0.5%), grade 5: 4 (2.2%)]
X

» PEZo=Z Qg F0{ T2 28 (15.2%)01l A et



@ ¢
O [DESTINY-Gastric01]34) O|Xol &HER2 x|2& =Zgstod T 70 o|Ate]
HE Fojet2 A M = MOo|M HER2 &M 2| &= AEH™
SR MoE 22 Aoz MHEEZ(n=125)1 HEFE(n=629, &ae
H)SZ 270 =7}, 6670 Z|2HL = 4870 7|2, St=: 1870 7|20 A
22kl v ™S Z70 2AF 2lAk A" AT}
- 11Xt "HIIX[ZEel ZHatM  BES S (objective response)3t)2 A EL
51%(61/119), =2 14%(8/56)2 2 AHELO| =2 HIZEES

22l (561% vs. 14%, p<0.001)
|

= confirmed objective responsed”)2| H|g2 MHEETL 43%(51/119),
CHZE=T 12%(7/56)% 204, median duration of confirmed objective
response= AAEEL 11.37H&(95% Cl: 5.67H&-NE), CH== 3.97{
2(95% Cl: 3.07H&-4.971 &)l

MEZZ(n=119) o =+ (n=56)

Objective response 51% (61/119) 14% (8/56)
[95% Cl] [42-61%] [6-26%]
Complete response 9%(11) 0
Partial response 42%(50) 14%(8)
Stable disease 35%(42) 48%(27)
Progressive disease 12%(14) 30%(17)
Confirmed objective response 43% (51/119) 12% (7/56)
[95% Cl] [34-52%] [6-24%]
Complete response 8%(10) 0
Partial response 34%(41) 12%(7)
Stable disease 43%(51) 50%(28)
Progressive disease 12%(14) 30%(17)
- 2AF "Il X EQl HA M=7(72F ZUZt(overall survival) AAEHEZTO|
12570, ti=F0| 8. 472 AMHEELO| =T ChH| AUAHE HE

(HR 0.59; 95% CI, 0.39-0.88; p=0.01)

34) K

Shitara et al.,, Trastuzumab Deruxtecan in Previously Treated HER2-Positive Gastric Cancer. N Engl J Med

2020;382:2419-30.

35) & (physician’s choice chemotherapy): irinotecan 150mg/m’ 25 VA0 2 Fof(n=55), paclitaxel 80mg/m®> A &, 847, 154

A Foletn 45 AR Fo(n=7)

36) Objective response = complete response + partial response

37) ATA hgo] 4F ol A%HE A%



A Overall Survival

Percentage of Patients

Physician's choice

Trastuzumab
deruxtecan

Median

Owverall

No. of Deaths/ Survival

Mo. of Patients (95% CI)

mo
Trastuzumab 62125 12.5 (9.6-14.3)
Deruxtecan

Physician's Choice 39/62 2.4 (6.09-10.7)

of Chemotherapy

of chemotherapy P=0.01
i 0 _'I‘: 6 1|2 1|5 1IS 2|1 Zld
Months
No. at Risk
Trastuzumab deruxtecan 125 115 28 54 33 14 7 3 0
Physician's choice 62 54 37 19 lo 2 2 0 0
of chemotherapy
= 23 MEI|ZE %OF”(progreSSion—free survival)2 & EZT 5.674
Y, gzTol 35MYUR MEERS =P ofs| I DY WS
HE(HR 0.47; 95% CI, 0.31-0.71)
B Progression-free Survival
100~ ! !
a a
) | Median
E- | i i i Progression-free
g 70+ ! ! Mo. of Events/ Survival
= ! i No. of Patients (95% CI)
% 60— o ! mo
o 501 s ! Trastuzumab  73/125 5.6 (4.3-6.9)
& oy ':\..i%‘ i Deruxtecan
E bbb ity Trastuzumab Physician’s Choice 36/62 3.5 (2.0-4.3)
E 30+ 2111 -i._‘_un.| deruxtecan of Chemotherapy
20 : o s :_ Hazard ratio for disease progression or death,
i Physician's choice 0.47 (95% Cl, 0.31-0.71)
10+ E of chemotherapy
0 T : T I T T T 1
0 3 6 9 12 15 1z 21 24
Months
MNo. at Risk
Trastuzumab deruxtecan 125 82 35 20 12 5 3 1 0
Physician's choice 62 19 5 0 s} 0 0 0 0
of chemotherapy
— grade 3 O|ate| ok= ztH HAEZ2 AMHEEANA 75.2%, CHE=T0|A
43.5% MR 0], MHEEZEAAAM JHE 2ot FEE2 5T dad
(51%)oIA1, =2 BIE(23%)0IUS.
= |LD/pneumonitis= AMAEEZFOAM 128 (10%) ML, O & 3H
(%)0| grade 3 O|&to|AL, CHEF2 8H(3%) LUFIUS.
= 2k H FEREo=E 2Tt ZH2 MEET 19H(15.2%), = 4

ol
—. -

04(6.5%)

Hazard ratio for death, 0.59
(959 C1, 0.39—0.88)
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O [fFaet] A™HES “o[Fof| $F 71X o|Atel & HER2 7|Hie| ¥ S F0f
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emtansine 0| SMEON JU2E2=2 HHItsMH 2 DA, &ALl 22
=0l &olF S2of grtv|E F HXt So et A8 Mex=(TE4 Hh=A
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o} XISIAlO

O HM[158%t, M159%t & stalo

9. w22k (Breast Cancer)
4. AKX SHobstSEe H(palliative chemotherapy)
2f. FO{ThA[: 2Xt O &
9 shetetH Fo{CH 2t
trastuzumab2} taxane#loll 25 Aufst
0o trastuzumab HE_R2 sMol HH=Z7tss E= ™MolM ?r_%’:“?:.L
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3. 9 &H(Gastric Cancer)
2. DAIM Q@ (palliative)
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M| et Fo{CH 2t
=4 MM EE= Mol 9 Meto|ut flAE HEE Mot
O=F CIFe =UE 2F UEst= 47
1 trastuzumab |@® O[H™o]| trastuzumab + (fluorouracil EE= capecitabine)
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SISH 2FA’) HMold ¢ Meto|Lf fal: Hets Met
® ECOG s=8s= "WIKPS: Performance Status)7F 0 &=




al= A

O
30 1>
02
THH
>
N
H
N
of¥
o
=
pis
a
M

, OlE2|ol, AfA, Fx)of X = 0f

O Hel= g7tdzt

ket NICE, SMC, PBAC, CADTH 20 #1

®
@ <2 NICE, SMC, PBAC, CADTH ®7} Zz} 81

=2
HA&®



