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Randomized Controlled Trial of Trastuzumah Wit %
or Without Chemotherapy for HER2-Positive Early
Breast Cancer in Older Patients

Masataka Sawaki, MD, PhD'; Naruto Taira, MD, PhD?; Yukari Uemura, PhD’; Tsuyoshi Saito, MD, PhD*; Shinichi Baba, MD®;
Kokoro Kobayashi, MDF; Hiroaki Kawashima, MD, PhD?; Michiko Tsuneizumi, MD, PhD®; Noriko Sagawa, MD, PhD?;

Hiroko Bando, MD, PhD'; Masato Takahashi, MD, PhD'*; Miki Yamaguchi, MD, PhD'3; Tsutomu Takashima, MD, PhD'>;

Takahiro Nakayama, MD, PhD'*; Masahiro Kashiwaba, MD, PhD®; Toshiro Mizuno, MD, PhD'; Yutaka Yamamoto, MD, PhD'®;

Hiroji Iwata, MD, PhD'; Takuya Kawahara, PhD'”; Yasuo Ohashi, PhD**; and Hirofumi Mukai, MD, PhD'®, for the RESPECT study group
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FIG 2. Kaplan-Meier estimates
of disease-free survival (DFS).
DFS at 3 years was 895%
95% Cl, 829 to 93.6) in the
trastuzumab monotherapy
group versus 93.8% (95% ClI,
87.9 to 96.8) in the trastuzu-
mab + chemotherapy group
(HR, 1.36 95% CI, 072 fo
2.58; P = 51). The difference
in restricted mean survival time
for DFS between the study
arms at 3 years was —-0.39
months (95% CI, -171 to
093; P = .56). Tick marks
indicate censored data.

TABLE 1. Characteristics of Patients in the Full Analysis and QoL Substudy Analysis Set
Full Analysis Set (N = 266)

Journal of Clinical Oncology*
Volume 38, Issue 32 3743

QoL Substudy Analysis Set (N = 231)

Enrolled
(N = 275)

(N =275)

I

Randomly assigned

Trastuzumab monotherapy arm
(n=137)

Withdrew before |
protocol treatment (n = 2)

Not surveyed before |
protocol treatment (n = 19)

Quality-of-life analysis
(n=116)

Trastuzumab plus chemotherapy arm
(n=138)

| Withdrew before
protocol treatment (n = 7)

_Not surveyed before
protocol treatment (n = 16)

Quality-of-life analysis
(n =115)

FIG 1. CONSORT diagram.
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Plus Plus
Global QolL: FACT-G total
. . . . . °
Characteristic No. of Patients (%) No. of Patients (%) No. of Patients (%) No. of Patients (%) '
Age, years 660
Mean 739 7/ 739 73.7
SD 28 3.0 28 30
ECOG PS 815 A B
0 126 (93) 121 (92) 107 (92) 107 (93)
£ 100% £ 100%
1 9(7) 10 (8) 9(8) 8(7) = W Trastuzumab monotherapy s _ M Trastuzumab monotherapy
Pathologic tumor size 343 § § 80% - M Trastuzumab plus chemotherapy g é 80% W Trastuzumab plus chemotherapy
28 - - - k-1
T1(= 2 cm) 65 (48) 65 (50) 56 (48) 60 (52) is il Feudon e E 3 oo ol bt i
T2 (> 2.cm, = 5cm) 64 (47) 64 (49) 54 (47) 53 (46) ) § 58
3 (> 5 cm) 6@ 20 66) 2@ 23 23 0%
so sao
Lymph node metastasis 728 2 & 20%
Negative 111 (82) 103 (79) 90 (78) 87 (76) & &
Positive 23(17) 24 (18) 26 (22) 28 (24) 2 Months 12 Months 36 Months 2 Months 12 Months 36 Months
Time After Start of Protocol Treatment Time After Start of Protocol Treatment
Unknown 1(1) 4(3)
Stage 730
. BT ol i = FIG 2. For comparison of global QoL, responder analysis was performed, with a decrease (increase) of at least 5 points from baseline in the Functional
(44) 44) (45) Assessment of Cancer Therapy-General score defined as deterioration (improvement). The proportions of patients with (A) deterioration and (B) im-
1A 56 (41) 55 (42) 46 (40) 45 (39) provement were presented for each time point and each group and compared between groups by Fisher's test. Data are shown as the percentage of
8 20 (15) 16 (12) 18 (16) 13 (11) patients. QoL, quality of life.
A 1(1) 2(2) 1(1) 2(2)
Surgery 038
Mastectomy 97 (72) 87 (66) 88 (76) 74 (64)
Breast-conserving 35 (26) 44 (34) 26 (22) 41 (36)
surgery
Others 2(1) - 2(2) p—
Hormone receptor status 394
ER-positive and/or PgR- 62 (46) 65 (50) 52 (45) 58 (50)
positive J Clin Oncol. 2021 ;39

ER- and PgR-negative 73 (54) 66 (50) 64 (55) 57 (50)




i, e, OE, RSV

A
Estimated Value Difference Between Groups
Trastuzumab Lstuzumaly H
FACT-G Monotherapy Chemilr:erapy Estimated Value (95% Cl) P
Total score 2 months 81.0 739 ——®——— 7.1(35 10 10.6) <.001
12 months 83.0 77.9 —_— 5.0 (1.6 t08.5) .004
36 months 79.8 77.2 2.6 (-1.91t07.0) .255
PWB 2 months 243 20.7 —— 36(26t04.7) <.001
12 months 249 239 —— 1.0(0.1t0 1.9) .025
36 months 24.3 24.0 —r— 0.3 (-0.8to 1.5) .564
SFWB 2 months 17.6 17.8 —— -02(-19t01.6)  .842
12 months 17.2 16.0 S e 1.2(-0.7t0 3.1) 221
36 months 15.6 15.4 —f— 0.1(-2.0t0 2.3) .903
EWB 2 months 185 17.4 —— 1.0 (0.1 to 2.0) .035
12 months 193 18.4 —eo— 0.8 (-0.1t0 1.8) .087
36 months 19.1 18.4 +—— 0.7 (-0.4t0 1.9) .201
FWB 2 months 20.2 18.2 e 2.0 (0.5t0 3.5) .01
12 months 215 19.8 — 1.7(0.1t03.3) .039
36 months 19.5 19.6 —_— 0.0 (-2.0t0 2.0) 975
-5 0 5 10
< >

Favors Trastuzumab Plus Chemotherapy Favors Trastuzumab Monotherapy
FIG 3. Estimated baseline-adjusted average scores and differences between groups at each survey pointin the (A) FACT-G, (B) PGCMS, (C) HADS, and (D)
TMIG-IC using mixed-model analysis. EWB, emotional well-being; FACT-G, Functional Assessment of Cancer Therapy-General; FWB, functional well-

being; HADS, Hospital Anxiety and Depression Scale; PGCMS, Philadelphia Geriatric Center Morale Scale; PWB, physical well-being; SFWB, social and
family well-being; TMIG-IC, Tokyo Metropolitan Institute of Gerontology Index of Competence. (continued on following page).
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& - #P5 > : HADS

Estimated Value Difference Between Groups
HADS TVESURUIEN  ERESHETmal PR Estimated Value (95% Cl) P
Py Py

Total score 2 months 89 10.8 —— -1.86 (-3.09 to 0.64) .003
12 months 91 9.8 —_— -0.64 (-1.95t0 0.67) 335
36 months 9.8 9.9 —_— -0.09 (-1.72to 1.54) 91

Anxiety 2 months 49 5.8 — -0.90 (-1.70 to 0.09) .029
12 months 5.0 5.2 —— -0.11(-0.91t0 0.68) 782
36 months 52 5.3 —_—— -0.09 (-1.06 to 0.87) .848

Depression 2 months 4.1 5.0 — -0.94 (-1.63t0 0.24) .009
12 months 4.1 46 ——— -0.55 (-1.27 10 0.18) 137
36 months 46 46 —— 0.01 (-0.84 to 0.85) 991

-4 -2 0 Z

< >

Favors Trastuzumab Monotherapy Favors Trastuzumab Plus Chemotherapy

FIG 3. Estimated baseline-adjusted average scores and differences between groups at each survey pointin the (A) FACT-G, (B) PGCMS, (C) HADS, and (D)
TMIG-IC using mixed-model analysis. EWB, emotional well-being; FACT-G, Functional Assessment of Cancer Therapy-General; FWB, functional well-
being; HADS, Hospital Anxiety and Depression Scale; PGCMS, Philadelphia Geriatric Center Morale Scale; PWB, physical well-being; SFWB, social and
family well-being; TMIG-IC, Tokyo Metropolitan Institute of Gerontology Index of Competence. (continued on following page).
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SinE O EEHIERE | PGCMS

B
Estimated Value Difference Between Groups
PGCM Trastuzumab TraskPulzumab Esti Val | P
'GCMS Monotherapy Chemot‘:ferapy stimated Value (95% Cl)
Total score 12months  12.8 1.8 e 0.98 (0.13to 1.83) 024
36 months  12.3 11.8 —t 0.45 (-0.64 to 1.53) 419
Agitation 12 months 4.4 4.4 e 0.06 (-0.36 to 0.49) 768
36 months 4.4 4.3 —f 0.09 (-0.37 to 0.55) 701
Attitude toward own aging 12 months 3.2 29 —— 0.30 (-0.05 to 0.65) .088
36 months 3.0 2.9 — . c— 0.09 (-0.30 to 0.47) .660
Lonely dissatisfaction 12 months 4.9 4.6 f———— 0.33 (0.00 to 0.66) .051
36 months 4.7 4.6 B s 0.12 (-0.29 to0 0.52) 570

-05 0.0 0.5 1.0 15 2.0

<

Favors Trastuzumab Plus Chemotherapy  Favors Trastuzumab Monotherapy

FIG 3. Estimated baseline-adjusted average scores and differences between groups at each survey pointin the (A) FACT-G, (B) PGCMS, (C) HADS, and (D)
TMIG-IC using mixed-model analysis. EWB, emotional well-being; FACT-G, Functional Assessment of Cancer Therapy-General; FWB, functional well-
being; HADS, Hospital Anxiety and Depression Scale; PGCMS, Philadelphia Geriatric Center Morale Scale; PWB, physical well-being; SFWB, social and
family well-being; TMIG-IC, Tokyo Metropolitan Institute of Gerontology Index of Competence. (continued on following page).
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FIEMEEIEEN | TMIG-IC

D
Estimated Value Difference Between Groups
TMIG-IC Jrashizdmab; Trasnzumab Elus Estimated Value (95% Cl) P
apy Py
Total score 12months  12.0 1.5 O E— 0.43 (0.02 to 0.84) .042
36 months  11.6 11.5 | (T — 0.16 (-0.35 to 0.67) .545
Instrumental activities of daily living 12 months 4.9 a7 —— 0.20 (0.01 to 0.38) .038
36 months 4.7 4.7 —— 0.00 (-0.24 to 0.24) .995
Intellectual activity 12months 3.7 37 —p— 0.02 (~0.15 t0 0.19) .844
36 months 3.7 3.6 —— 0.02 (-0.16 to 0.19) .850
Social role 12months 3.3 3.2 +—— 0.19 (-0.06 to 0.44) 133
36 months 3.3 3.1 . 0.12 (-0.16 to 0.40) .394
-05 0.0 0.5 1.0

Favors Trastuzumab Plus Chemotherapy Favors Trastuzumab Monotherapy

FIG 3. Estimated baseline-adjusted average scores and differences between groups at each survey pointin the (A) FACT-G, (B) PGCMS, (C) HADS, and (D)
TMIG-IC using mixed-model analysis. EWB, emotional well-being; FACT-G, Functional Assessment of Cancer Therapy-General; FWB, functional well-
being; HADS, Hospital Anxiety and Depression Scale; PGCMS, Philadelphia Geriatric Center Morale Scale; PWB, physical well-being; SFWB, social and
family well-being; TMIG-IC, Tokyo Metropolitan Institute of Gerontology Index of Competence. (continued on following page).

J Clin Oncol. 2021 ;39
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FIG 4. CIPN was assessed using the Patient Neurotoxicity Questionnaire (PNQ). Patients answered if they had no (grade A), - 5’{:’?%?&3 -ﬂz H_:t ,'f—\:’: T\‘ Li N F‘-ﬁ ﬁ FEﬁ # 75\ [ &5 ’Q 7h-/ 7& L \

mild (grade B), moderate (grade C), moderate to severe (grade D), and severe (grade E) numbness, pain, or tingling. These
responses were classified into two categories by severity of CIPN: those that did not affect daily life (grades A-C) and those
that interfered with daily life (grades D and E). Frequency distributions were determined by survey point and group, and

were by chi-sq test. The figure shows the distribution of sensory peripheral
neuropathy at each survey point. Data labels are shown as the number of patients. CIPN, chemotherapy-induced peripheral
neuropathy. .
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for old tter
QoL during treatment, QoL was similar for both groups at 1 year. The brief period of poorer QoL
with standard treatment is a modest price to pay for a chance at improved survival.

Muss HB et al. NEJM 2009 Korn AM et al. JCO 2011 Yellen SB et al. J Natl Cancer Inst, 1994
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