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[# ZE] B USRS R S E AT A K HF32 K 2(human epidermal growth factor receptor 2, HER2) A Jifk
BT REHUA S Z BB T HER2 B 5% B 1 LI £ 1 DRI ORI 4 . 733k < Bt Ac 4 2020 48 7 —2022 4 12
Y303 ) R B 275 — B S 2 Bt g RIS 1) 28 75 B e 2 A 5 3RIA YT I HER2 P AL R M FLIE F A 1 I R TR, 23 BT
e Z- Bt -A 7 2R )7 Ja B WO )R A= 77 (progression-free survival , PFS) 42 77 (overall survival , 0S) & WLZ% fif R
(objective response rate, ORR ) FIE IR 1% ] 2% (disease control rate , DCR) &7 %3R5 , FEMEIGIT IR AN R . S5 R LA
2P ZFRHUIRYT 1 HER2 FIE RS FLIE 835 60 1], Forh 9 Bl (/e Z PRtV ol —2R3AT 14 BINE S —23AY7 , 13 FE =
IR, 24 BINE R ULk K DL EYRYT s e Z BTG ALS T 24 0, RS ML R e + 10T 32 1) R G LA HT 2 Jr S 4 0. AR AT
Ha g FR S PES O 6.23 4N L AP JE 2 Bt —/ — 2R IRYT TR L PFS O 12.27 4, =R LA F3RY7 P07 PRS 9 5.63 4 1, 72 2 2k
WA AT AL PRS O 4.60 4~ I, e 22 BB & L s 4 JE + 47 TR 6L PRS O 7.73 4 o AR ORR 24 35.0% , DCR
81.7%. HYTH SH)E ZBHUAHSCH) B R VA AL LA K MR s> . 2518 - 8 Z B0 T HER2 BH
WAL RB A BAT R I PRORI e A DU HOR IR S s 5 S+ T 77—/ — iRy 7 .
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Efficacy and safety of inetetamab - based therapy in HER2 positive metastatic breast

cancer
HUANG Xiang. JIN Nan, WU Xinyu, YIN Yongmei’
Department of Oncology ,the First Affiliated Hospital of Nanjing Medical University , Nanjing 210029, China

[Abstract] Objective: To evaluate the clinical efficacy and safety of inetetamab-based therapy in patients with human epidermal
growth factor receptor 2 (HER2) positive metastatic breast cancer (MBC). Methods: A retrospective analysis of the clinical data of 60
patients with HER2 positive MBC who received inetetamab - based therapy in Jiangsu Provin Hospital from July 2020 to December
2022 was conducted. The progression-free survival (PFS) , overall survival (0S) , objective response rate (ORR)and disease control rate
(DCR) of patients treated with inetetamab therapy were analyzed. Results: A total of 60 patients with HER2 positive MBC over all
lines of treatment with inetetamab were enrolled (one, n=9; two, n=14; three, n=13; four or higher, n=24) , in cluding 24 cases of
inetetamab combined with chemotherap 32 cases of inetetamab plus pyrotinib and chemotherapy, and 4 cases of inetetamab combined
with other drug regimens. At the end of follow up, the median PFS of the 60 patients was 6.23 months. The median PFS of patients who
received inetetamab-based therapy as a first-or second-line therapy was significantly longer than third or later line, 12.27 vs. 5.63
months. Compared with treatment in combination with chemotherapy, combination with pyrotinib and chemotherapy provided a better
PFS(7.73 vs. 4.60 months). The ORR and DCR were 35.0% and 81.7%, respectively. The most common adverse events were anemia,
leucopenia and neutrocytopenia. Conclusion : Inetetamab , especially in combination with pyrotinib and chemotherapy , has a significant
efficacy and good safety in patients with HER2 positive MBC.
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LRI 2 B A IR L i R 1) 2 S e g
Z—,20%~30% M FLIRIEAFAE AR A R 75244
2(human epidermal growth factor receptor 2, HER2 ) &
My sl #RE" . HER2 il Rk 5 ZLIRE 1Y
KA R N RS B UIAR G , HER2 PR 7L Mg (= 22
Vst ZHE RO 22 SRR AR m

Ht HER2 #8 ] 25 49 Y 0T i 5 [ 11 8 28 8038 17
HER2 B L i (8 A TS > BT 22 2k A
YU A Z BRI G SRAZZE20Y) (THP J5 38 ) 2077
it 22 Bk AT BBURR ) HER2 PR S R 5 R PR LA A2
H PR AESR T TN T 22 BRERTIA T R
HER2 B 52 5 B R M SRR S, ML 5 e e &
RER I OO R ARMETR YT SR 4R
TITEMEIE 2 JE I G R B s A i L FE b, 8
WA N BENE T REGIESEAR KR
JOL 71 M B AR T R s [R) I A S R
) FE B TR IR e 2 ML 2 JE R 7 IR B0R 7 — Bt
1) i 2 5 A= T 2 R 1 0 R , s BE 455 A T HER2
TRYT TS PR, 6T i 2 SR BAPTIR YT R I HER2
PSR e R VS U , U5 A R R R O AR 4
AT TR .

e Z ByTE—FPFL ) T HER2 Y EE 20 A AL
FAEREDTIAR, 5 2 2R ST BAT AR B9 Fab B, (HIL
Fe B2t id B ILMRAE M , BAT 1 553 A BT B 20
HEA 7 1 41 i B2 R (antibody-dependent cell-medi-
ated cytotoxicity, ADCC)" o FfHLXS R Z Hpues Tl
It RIXE: HOPES BFFEPFAN 1 e % Btk 5 K&
B T AR 250 HER2 AT 19 HER2 PHPEF RS R
Ji i R ST RAORD e e F R R A 315 191) 323K
LTI 2 1Y L BEAIL 23 TC 2 a0 2H X IR A
ZERER, SR ERMIERAMLL, e Z Btk G
KB Bt i o7 otk e 4 A7 (progression-free sur-
vival, PFS) i 3 4E < (39.1 J# vs. 14.0 & , HR=0.24;
95%CI:0.16~0.36; P < 0.000 1) , % W2 # (objec-
tive response rate, ORR) 5 46.7% , %5 95 £ il % (dis-
ease control rate, DCR) ik 79.7% , H.lit 2 £ B 4F, K
HER2 FHE 5 A Fe R PR 2L 8 8k TR R TT
PR,

g5 b, AR WG AE HER2 FH M 5% % 1 2L IR o6
B O N JE % BB SR YT B I R
IR 97 SR I, JF 20 M 52 Wi 7 JE % B BT AR e
PRI BEAH SCHRAE , -4 e 2 B HTIR 9T R 10 3
g NHE

1 XN&nFE

L1 xF%

[ JBE P S AR 2020 4K 7 A —2022 4F 12 H B At B2
PR 2255 — s B e i RHlioa i 2 & e Z 3
P AT I 60 ] HER2 PHE & & 55 #5 1k 3L IR
BEWIIGIR TR, HER2 FHM:FLIR I & SR i kAt
a5 7% hE 2 ZUbR A S e 4 AL G (5 HER2 O 3+
HER2 32 416 2+ H 9% 5 24 48 (fluorescence
in situ hybridization, FISH ) ¥ 0 4™ 3% . JihJ8 43 49 4
P 5 [E 985 9 Bk A 22 51 2% (American Joint Committee
on Cancer, AJCC) il & B2 8 i TNM 7349 .

PHABRUE  RE AR =18 B s R BL2E TR SE Y
HER2 A5 B R 1 L s 5 4 HR S A I e 97 %
PEMFRUE (response evaluation criteria in solid tumors,
RECIST 1.1), 2 /A 1A R L 5 5 [ 436 i
R MEZH (Eastern Cooperative Group, ECOG)KREIR
SIS0 0-2 55 I LSRG D RERG 73
ATEH ; G IRFORL 784 ARV 10 3% TR0 LA
P RFAF5 . AR AEAR BRI 51 2s b, 1R
BB G FE T
1.2 7k

BFEZ Ve Z AU B AB Y T % e
BTN 8 me/ke, 4ERFFIH 6 mg/ke, 45
HAMYEE 1 RFIKR I, 21 d b LA, 24500 Bk
Ji& ARSI 2 R BRSSPI
1.2.1 57 80f4E

A WG B IT RO AR 4 S AL G PFS B AR A7
(overall survival, OS) ,ORR,DCR, HAKE SLUF »
PFS: N E TFHIR T e Z B TRYT 256 1 R A5
IR IR RIFE TR ] . OS: EE THIR
ZBGURYT BB EIETBORIKBEIZ A ]

i M RECISTL1 HEAT AR 2 AN . SE 25
(complete response, CR) : T A9 kETH 2K, H JC# &
ik B B 5 580 2% % (partial response, PR) « 5 34k
FHEG, B H ARG &t AR Z F46 /N=30% ; 959 i
J&& (progression disease, PD) : i & Hindkk HEAE 2
FI3E TN =20% , 8 H BT A9 Kt 5 B B € (stable
disease, SD) : H A5n kt 46 /N B9 F2 FE R 35 PR, B3
AL PD. ORR J9¥7 &L Ak ik CR 5 PR 9 /8 &
1140 H . DCR 997 ROPFAl o CR VPR 2 SD 1
H 4, BRI RECIST 1.1 bRifE Ry A4 H54 4
122 FRFH
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AN R 38 R T AR 1fE (National Cancer Insti-
tute-Common Terminology Criteria for Adverse Events,
NCI-CTCAE 5.0)#47ic 5%
13 it FoiE

v FH SPSS26.0 #K 4 J% GraphPad Prism 9.0 X {4
HEAT R 23 BT, R85 ek PR o BB U SR 4l 3R 2 53
Br, BAAS3 26 FAR B FE2e7R  R ] Kaplan-Meier 53
TTHEAF M. BRI ZR Mk H Log-rank K45, 2 [H
IR COXHL A AR [TV RY . BiF A7 PR K
B DX R L BUAS 36, P < 0.05 9 22 5+ A 4e it

2 # R

2.1 W RIRIELAFIE

AL 60 171 F 35 408 4 26~70 %, AL AR hy
55 % . ECOG 1430433 1641(26.7%) , 1433 42 4]
(70.0%) ,2 534 201(3.3%) . 510IEENARIGE R
A% 9B FH NS VI, FRe A rh, i T 455
% f i O (35 B, 58.3% ), Ho vk Ay i % 7% (32 43l ,
53.3%) JF 5 %% (27 4], 45.0% ) 5 % %% (24 9],
40.0% ) F1 ki % 7% (18 141] , 30.0% ) , H At 2% B % #%
(24 %1 ,40.0%) s AF7E LR 2 Fh 3FLL_E RS FERE 1)
B9 16 51 (18.3% ) . 21 1] (35.0% ) . 28 14l
(46.7%) , b NI AL 15 75.0%(45/60) .

B3 R e B Mk g I B A FR IR YT R BN
24k T A A i 2 BRRPTIR YT, 28 il
Z WA Z R BBTIRTT , 40 19142 37 120 Tk 22 R S I 1
5 (tyrosine kinase inhibitor, TKI)J&¥7 , 6 (42252 1 B
FE i Z R BT (T-DMDIRYT o e Z FagidEh—/

T2 UL BRI IR S 38.3% 1 61.7%
325 (53.3% ) (i E 52 e 2 BB IR 5 ks 4 Je I
I7 =2 BAIRYT L 24491 (40.0% ) A HE 52  )Je &%
BAFT AT I BRTT
2.2 WEARIT R

HE R 13.2 4 A BE, IR %2 Bhi b 5Lt iy
G ZIRIT I HRAL PFS 4 6.23 4 H (95%C1:5.28~
719401, W7 OS WA . 60 6], i Jo iR
FHHILCR,2141(35.0%) #2 PR, 28 4] (46.7% ) i &
SD,0RR }35.0%(21/60) ,DCR >4 81.7%(49/60)

BB T BN R — 2R IB YT 1 7 PFS
12.27 4 7 (95% CI1:3.55~20.99) , =£k A FIAITFIY
H2 PFS 4 5.63 41 H (95% C1:3.68~7.59) , )¢ %
GRS B JE AR TT =25 5 L PFS
773 (95%C1:5.52~9.95) , 1 J& Z-BAdi KAk 7
A AL PFS N 4.600H (1)
23 RRARF

DA JE 2 BT R a0 S309T a W LA R
J I A0 3% #5101 36.7% (22/60) . 1 28 L )5 7 35.0%
(21/60) . Hr ¥ %r 40 M 98 2 21.7% (13/60) | 15
23.3%(14/60) %> 16.7%(10/60) F1 = F1 11.7%(7/
60) 55, o 3/4 RN B NALAE 120 k2 18.3%
(11/60) ., Hr 7 20 Jf 91> 16.7% (10/60) | %% 1ML 5.0%
(3/60) JE75 5.0%(3/60) F1= 11 3.3%(2/60) .

2.4  HreadE BB PFS 69 AR % B E 547
241 BEEH

Log-rank 5L 2 4341 i , DA 22 B 5
B RI6T7 , B E B PFS 5 ECOG P4 I 3 AH %,
ECOG ¥¥43 043 53 PFS B KT 1-2 20 i 3%

A B - c )

< 's0 5 'olly =gEuE 3 sl A

E 60 Y mPFS:6234H % 60 ‘\,Hﬁ Log-rank P <0.001 E 60 &ﬁ‘mh Log-rank P=0.004

& 409\ 95%CI:528~7.090H G 404 | T HR=3.49 o404 HR=2.34

# 207 e # 201 4 95%Cl:1.96-621 & 20 L L9501 1.21~452

0 10 20 30 40 0 10 20 30 40 0 10 20 30 40
AR () A ] () A ()

100 mEOCGPSO b 00 Jehiners " 100 \ ~ FEREIIE AR A<3
s 80105 “EOCG PS 1-2 S 8ok A RS & 801y RIS
607 Y Log-rank P<0.001 5 607 ' Logrank P=0.023 3 007 Yy Log-rank P<0.001
@ 407 4 HR=3.69 & 409 L HR=1.94 i gg e "HR=2.60
H AL~ osuch206-663 2] 1 95%C1099-378 ¥ gl . 95%CI:143-472

0 10 20 30 40 0 10 20 30 40 0 10 20 30 40
I CH ) Wl CH ) I ()

Az SOHERY K-MAE AR5 T T ZR s B A7 Z SABiAE y—/ ZZRIBY7 SR =2 B DA RIRYT R K-MAEAE A3 X LR s C . e 2 gk
FrMnE B 8 B AT =207 R A A T T AT IR AT I K-M ARSI 6 LU TR s D ECOG BTy 04355 1-2 433 19 K-MZAEAE S %) E i 5
E A7 JCI 56 835 (10 K-MAAF AT XF LU ZR P A RO A< 5 =3 1Y -8 10 K-M AR oxs et 2k

El1 Kaplan-Meier & 75453 #7

Figure 1 Kaplan-Meier analysis
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(HR=3.69,95% CI:2.06~6.63,P < 0.001, & 1) , )¢
TGN —/ ZEIRTT I R BIRYT B K
B F 1 PFS (HR=3.49, 95% CI: 1.96~6.21, P <
0.001) , [F] B J& 2 B he e L s 25 JE Ak i —
24507 SRR BT BN G AT B W 2 7 S R 6
FAE R B H ) PFS(HR=2.34,95% C1:1.21~4.52, P=
0.004) , fii s B8 B34 W7 3 .35 4 T G e 78 R
(HR=1.94,95% CI:0.99~3.78, P=0.023) , % % IF %3
BT 3F AR E R Z T 3 MR B e O A
J7 3 (HR=2.60,95% C1:1.43~4.72, P < 0.001) . [fij
W25 R Z R (Ki67 F5 5 A To N kA%
% R I CE R AR S e %
BB PFS ¥ K
242 ZHEENH

COX XU a1 5 43 [AIAE B - DAG e 22 B Ay i
Rl T ZIRTT IR L B PES S5 e Z B AT
LALVE IR EIRIT I A %, =4 UL FIRIT R
1) PFS & 50 T—/ 43097 0 i (HR=2.48,95%
ClI: 1.06~5.79, P=0.036) , [A] iFh = 24 J7 & 1 R 3 19
PFS @ # #E K (HR=2.03, 95% CI: 1.05~3.90, P=
0.034) ,ECOG P41 &G # Rt as S e
T PRS YT

3 % i

LM 98 = — o B R B MR A B L 2011 4R
St.Gallen HEAFAR S A [ 14 32 AR S 1 UK ZLAR IR 43
KANE B 53T, 50 T WA B AN R B A= 2
FelE, VR T AR KGR W e 45 22 7.
HER2 & — Pl EL AT 32 {4 1 52 I 5 1 05 12 10 125 i 2
M, EREARKEFZERE R Z— , HAMY
S L MR TS W SR R2 i R, 2 BT HER2 #8 [i)
IGIT YT RIS AR o T HER2 B8 1) 25 9 1 I
PRI B T HER2 FHYEFLARE B 22 10 A SR i)
i A T HER2 BH P i 1A 2L Bt 98 18 1 2B A2
i)

3T CLEOPATRA . PUFFIN %5 Kk BUBEHL R AR I
PRWFFE S5, [ N AME R — SR, DA Z 2R T
RERHAHUIR G FEAZ R Y0 M Z 2R PRI
HER2 PHYE S K i B Pk LR 8 A8 A v SR
T REAE 32257 it 2 2R BTG YT 28 MUS 9 HER2 FH
e R R L B, B NANATT A e
KES

WRSE E K, H 2012 4F EMILIA A58 25 5 % %
T NEIM Z%3& , T-DM 15 58 22k ptisy 7 R MUs

() HER2 PH B & 56 A5 1 FUR AR BB S B TR T ok
B 2021 4F ESMO 23, DESTINY BREAST 03
WS4 SR B A, PR M Z 2R AT (T-DXD AT T
-DM1, B 3 1K T 2 BR BTG YT R WS 1 HER2
PR R e 2RI F o B P37 PFS(NR ws. 6.8 1
), B AREE st T KUK 72% (HR=0.28, 95% CI.:
0.22~0.37)", F I, T-DXd & 45 17 T-DM1 iz F 10
AR 2R BT HER2 3697 Mo, 1l A KK 5 [ 52 il 22
PRBAHIATT J U (1) HER2 A4 & 56 A% 1 L i
BE BRI R

TM7E AR [, T-DM1 B % 2020 4E A4 76 FE N 1l
Wik B 5%, 2023 45 A 90 A B30T 1 FH = £, T-DXd )
AR E BT, T 259 nl B r R A, e
HAEPEMIE RN K KRAZIR . BT, i e ik
AR B A TR [ 2 R FHTIR YT RIS 1 HER2
PR R e B L BRI R B AR TR I 7 SR s, 471
A HP L DR g 2 2 DA K b [ B e B 2 FLIR 9 12
JPHE . SR 5L T PHENIX . PHOEBE ¥ 55 fff 5%
UL ML SR I R I IR YT IR R 3K 75 26 2
70% , TR T 30% 19 £ E T I 7 ZE i 24, AN R ML
R JE IR A R B AT TR AR 25 5 BL Ak, ik R
R G R MEIAYT e ML FIEYS F R &A1
fR) & M 43 I TE 30.6% . 16.4% , HLA S — 3
23 B B AN BN, 7 2 R e R
25a7 s T, X 2R EPTIR YT R IS 1
HER2 FHEE kB2 e B & R IRE N
R U A IRIT RS, DLk — S KX R4 R
YLEAFIA , S AR I o 6

AR JELAL, DAl 22 Bk B BT O A0SR B B )
HER2 R 43 F Hu v EbT A, Jam K iyt e 1
AR T X T HER2 {55-38 156 19 B2 BH T , 38 e 5
F ADCC RN , 3 3 ML 9 G 8 32 e ke % O i 24
WL, H G R A MR S R R B A ek s, T LA
h BRI A AR AR, TR, X
HER2 IR 43 F B v BRI 7, B 5 AL i ADCC
AN, TR B ) B e 1 o

e Z- i —Fh B A IRk PR e BB AA , —
Jy L, FLAR B TS M2 SR B BUAR [F] ) Fab B, BERS
N HER2 FE FIAHSS A, 30 HER2 2 2% 35 ZL i 96 41
WL S 5 5 55— 1T, L Fe B E 4 1E E X5 359 il
361 i Z LM A i, nT B AT M4k & NK 20 i 55 1Y)
Fey 3, JE T3 NK 20 B e il Z2 Fvslo s IR - -4
i3 44 B, P JE 22 BT HAT SR ) ADCC RV
RIMIFFE B, e Z BT ADCC LN H il 2 2K
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HPTIREKA11.1%" . £ HOPES W5 H , e 2
FBTIA KRB E T AR L5 HER2 {397 19 HER2
PH M 5% B Pk 2L IR 9 2 & PFS ik 39.1 Ji, ORR ik
46.7%" o PE—H WA AT R X F 2 K EB
BRI AATIRYT B e Z ik & K
B 70 LS, A PFS 15 11.1 4 A, ORR ik
61.5% , W] LAY il Z SR BT SRR IR A AL TT I — 27
OB AR IR 36 . R BSBR 2 BT R A K B i i 1Y
Gk RAT, FE) 3/4 P KON R IR F Rk
ZXHRE SCRHARYT IR S R AF

FEAMIFE e Z B 1 F i Z 2R BhUia T
JRIG ) HER2 FHM: i 01 2L B S0 3 TR A FR B R 47
HIF s e 4 . IRYT IS PFSik6.23 4 H ,ORR N
35.0% ,DCR N 81.7% . T4 T, f5e i WA
RSN R B | 1 40 sk 2 K b 4 sk . AR
RN B E P AIRITRECh 248, H Ay
66.7% 8 H 12 1k TKUIRYT , 46.7% 8 #4552 1 H 2%
HRHHUIRYIT , 10.0% 8 #4552 18 T-DM1LIRYT , AR5
B Z 25T 25 ) MR B e Z i)
SR HASEE R RK

XT H E A 75— Fe BLA 9 HER2 Fht 5 75 2
HHYT, e Z PO 2 . #E SOPHIA BT,
[ RE AL T BEA: 285§t HER2 V49T 1Y HER2 FH: &2
KL E U B, B BR R 2z 2o il i
BT, 2990% 1) & H2 5230 T-DM1IRYT , 49 15% 58
HHAZ o TKIWRYT , 53 28 i &4k 7 i 4oz
PFS 4 5.8 1~ H (95% CI:5.5~7.0) , H: ORR }y 22%
(95% C1:17~27)"%,

AHIE ST N ZH I 35 SRy 22 R BT IR T R ) AR
H REAEAI G 2 B Z AL o] A i 22 2R BP9
24 A 4E . HER2 Z K50 T 25 22 S BUL 5 25
AT B A 32 B 5 55 B A i AR PO , Ak
RRARKREF 1 82 k5 EA L G 5 55 i 16 AL
HER2 {5 5 i 456, B v iRk LB 25 MLk, 82 o)
F HER2 [R5 F TR S /N7 TKI I ERS
il & — T BE A IR T SR I . 1 41 EGF104900 Aff
g M ER BT BLr R JEe IS, HER2 CLIMB
WF7E i Z 2R BT S R R A, M B
U HER2 JAYT 25 MU HER2 BHE: 58 K 6 #6 ME LR A
HIRI T RIS

FEAWFFE T, B E Z BRI A I B e K AbyT
W =25 E R P E Z bt ST i 25k G
I A e B B A A7 30, = 25T I R AL PFS
R 773401 WG AL PFS R 4.60 0 H o TR

AN RN 7L, =25 0A R T A 40.6% 1 BLIE
15 .31.3%H BT 4k 2 (15.6% H BLAE 1L A1 12.5%
B B 2 s L BB R 2 B G N
HZ 12 BA R

AWFRBIRER T e 2 B TIEYT PFS 1l
PRI BIRHE , LU SRR e Z Bbiia 7 i #aik 45
AHf. Log-rank FLR 243 Hr K COX XU 8111 3 A 44
N E ZBTIRYT IS A W PRS S8 Z B
TRIT B SABIT I 86 0% e Z iy —/—
AARIT S ARAIRYT IR TP AL PFS 4 i — 2k L)
IRYT AT R B K SR R i —/
THIRYT BN A T R AL RIRTT
BRI TR R R S e s A e

AWFFEATAE—E 1A SR B, [ 1 o3 B i 1 3
AR5 AL HE 7 R8s AN R By Eai 1
WA B A EAE AR 1 5 T BE AR T 58 A 95 191 85 A BR ke
Z N R AN RS e 22 BT R S Y SR T
i Z 2R BHTIRTT R ISR WAL, A o KA
HTBEPEREALXT BT 5T A9 T J8 , dE— 2 A B e 2 5
PRI

Zr b, DUBR e 2 s oy i i K5I 0T AR
HER2 FAYERE RS P FL I 3 T R IR R A7 A I IR
7R A A B R i 2 Bk B TR T AR I Y
HER2 FHVEFE R MEFL I 8 5 0 —FIa T 3R m .
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