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Weekly Paclitaxel in the Adjuvant Treatment of Breast Cancer

N Engl J Med. 2008 April 17; 358(16): 1663-1671
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Mo. of Hazard Ratio for Disease-free
Treatment Group Patients Survival (98.3% Cl) P Value
Weekly paclitaxel 2484 —— 1.27 (1.03-1.57) 0.006
Docetaxel every 3 wk 2489 1.23 [1.00-1.52) 0.02
Weekly docetaxel 2483 1.09 (0.89-1.34) 0.29

0.5 1.0 L% 2.0

vs X7 ¥ IIL3EE

No. at Risk
Paclitaxel every 3 wk
Weekly paclitaxel
Docetaxel every 3 wk
Weekly docetaxel

Probability of Disease-free
Survival (%)

PMID: 18420499
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5-Yr Disease-free

g Survival Rates
(no. of events)
604 —— Weekly docetaxel 77.6% (271)
— Docetaxel every 3 wk_81.2% (244)
—— Weekly paclitaxel 81.5% (237)
50— Paclitaxel every 3 wk  76.9% (296)
0 T T T T
0 20 40 60 80

Months since Randomization

1253 1127 987 674 24
1231 1145 1025 681 33
1236 1127 1027 684 31
1230 1127 1000 657 29
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Cochrane Database of Systematic Reviews

Willson ML, Burke L, Ferguson T, Ghersi D, Nowak AK, Wilcken N
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Taxanes for adjuvant treatment of early breast cancer (Review)

Willson ML, Burke L, Ferguson T, Ghersi D, Mowak AK, Wilcken M.

Taxanes for adjuvant treatment of early breast cancer.

Cochrane Database of Systematic Reviews 2019, Issue 9. Art. No.: CD0O04421,
DOI: 10.1002/14651858.C0004421.pub3.

Taxane arm Control arm Hazard Ratio Hazard Ratio
Study or Subgroup  Events  Total Ewvents  Total 0-E Variance Weight Exp[{0-E) /], Fixed, 95% Cl Exp[{0-E) /'], Fixed, 95% CI
1.2.1 All studies
ADEBAR 193 1=y 165 575 -11.35 101.7 1.0% 0288 [07r2 107 T
BCI=G 001 287 T45 232 746 -324.08 166,76 B.0% 02006, 094 -
ElIG 2-02 466 10148 266 age -23.148 24587 0.4% 0.91 [020,1.03 7
Boceardo A1 122 43 122 348 23182 0.9% 11E[077,1.74] —_T
CALGE 40101 245 1040 192 193 2508 10842 41% 1.26[1.04,152 ——
CALGE 9344 491 1570 563 1551 -49 260 9.0% 0.83[073, 004 -
DEVA, a4 406 114 397 -148.92 49,07 1.9% 068 [051, 090 E—
E2147 305 1444 346 1442 =30 178.33 0.58% 098085, 113 -T
ECTO B3 151 91 4453 -14.72 ar.a 1.4% 0.66[048 091] -
ELDA a4 147 A0 152 418 2i18  1.0% 1.21[083, 176 I —
FinHer T2 502 111 any -20.33 4386  1.7% 063047, 084 I
GEICAM 2003-02 Ial Llay ua 474 1316 4182 1.6% 073054, 0499 ——
GEICAM 9805 Gf 534 95 a21 -14.43 3742 14% 062045 0494 -
GEICAM 9906 1549 614 205 632 -24.85 834 11% 0.F4 060,093 _—
GOIM 3902 96 EN] 93 ard -0.45 4498 1T7T% 0.A9[074,1.33 T
GORO MIG-5 217 535 205 a0 4.83 9347  16% 1.05[086, 1249 -
HeCoG 91 298 93 297 235 45 17% 093[06S, 124 T
HORG 108 EXe] 125 I7B -18.37 A7.36 1.1% 0.FE[045% 0499 m—
ICEI-GBG 52 18 193 | 198 -0.93 984 04% 091045 1.70] -1
MHCIC-CTE MA21 8 T T 34 el 4.3 L 14% nasned, 123 1
MHCIC-CTE MA21E 105 rnz? KcE ] 380 18.485 45 .51 1.8% 14911 12,1 949 -
MSARF B-218 400 153 463 152B  -38.8 207 7.9% 082[072 095 -
PACS 01 201 1003 232 995 -21.63 16152 B.2% 0.27[07sg, 1.01] -
RAPP-01 28 211 kel ME -1.35 1436 0.6% 0.91[0484,1567 e —
Roy 1 25 1 26 432 1854 01% 0230010, 084
Sakr 54 129 j=ie} 325 1437 3146 1.3% 0.GS[04E, 091] _—
Taxit 216 129 4086 149 486 -11.47 G7.86 2.6% 082065, 1.04] I
TITAM 36 a0g a7 306 1.6G@ 149.52 0.7% 1.09 070, 1.70] ——
Uk TACT G40 2073 683 2087 -23.93 32969 12.6% 093083, 1.04 =
S Oncalogy 97 35 an 506 115 510 -14.77 4907 1.9% 0.74[056, 098 —
Subtotal {95% Cly 21791 20118 100.0% 0.88[0.85, 0.92] ¥
Total events 5054 5217
Heterogenety: Chi®= 7083, df= 29 (P = 0.00013; *= a49%
Test for overall effect 2= 6.47 (P = 0.00001)
Total (95% CI) 21791 20118 100.0% 0.88[0.85, 0.92] ‘ ¥ )
Total events a04ad 8217

Heterogenetty: Chi*= 7043, df= 29 (F = 0.00013; F= 59%
Testfor overall effect £= 6.47 (P = 0.00001)
Test for subgroup differances: Motapplicable

outcome: 1.2 Disease-free survival: all studies.

Hazard Ratio 0.88
(95%Cl 0.85-0.92)

MR AICITZF Y 22T |

—AC/EC followed by taxane

: PMID: 31476253

0

!
T
0.z

!
T
0.3

2

g ’\,F ‘U‘ \/'fg\\'fﬁ{i Favours taxane Favours contral

-

10



\S"Sai‘rama Citizens Medical Center

IIERSEAH T K51 2202250k Ao

CQ9 btFEEZ1TORERFLIEICXT LT, dose-
denseftFEE:E IO SNhZIH»2
O=H) AN EVWESIT, dose-dense{fbtEEEFTITO_CT@ T35,

HEOESE (1, TETAOETE (8, 5823 1 86% (66/77)
O ca ]
OS(2&ETFHAMR
dose.dense L4500 el Risk Ratio Risk Fatio
Study or Subgroup Fvenis Total Events Total Weight IV, Random, 95% Ci IV, Random, 95% CI
Baldini 2003 2 3 24 T 7.3% 0.97 [0.80, 1.57] B
Citron 2003 Ta GAM 107 985 156% 070053, 093] =
Camernon 2017 3o 2170 300 22N 2T 2% 1.03[0.89, 119 -
Yenburini 2005 f Blondeaux 2020 166 E04 185 B0 243% 0.91 [0.78, 1.08] -
mastro 2015 f Masio 2022 197 1002 254 1000 25 6% 077 [0.65, 0.91] ol
Total (95% CI) 1837 1894 100.0%  0.87[0.75, 1.00] ¢ Risk Ratio 085(071—101)
Total events T g70
Heterogeneity. Taw®= 0,01, Chf= 9.27, dif= 4 (P = 0.05), F= 7% EEH 051 150 1IZIIZ|=
Testfor overall effect: Z= 1.90 (P = 0.06) Favours [dose-densedc#MiE] Favours [#H]
DFS (&% 4 17 HIM)
dose-dense (50X R Risk Ratio Risk Ratlo
Study o Subgroup Evenls Tolal BEwenls Total Weight IV, Randoim, 95% C N, Random, 95% CI
Baldini 2003 24 BT 34 al 14% 0.F5[0.50,1.12)
Cilron 2003 128 JE8 178 835 123% 076 [0.62, 0.83) =
Cameron 2017 347 2170 37T 22X 259% 0.94 [0.82,1.08)
enturini 2005 | Blondeaws 2020 235 B4 258 610 251% 0,92 [0.80, 1.05)
Masiro 2015/ Mastro 2022 343 1002 409 100 33.3% 0.84 [0.74, 0.94] =
Total (95% CI) 4831 4888 100.0%  0.87 [0.81,0.94] b ; ; ( _ )
Toda) g ¢ o e Risk Ratio 0.87(0.80-0.94
Hetgrogenamy: Tau*= 000, ChfF=4 65 ii=4 F=032) F=14% I:I.,1 ‘i '|I|:| 1[”:'1

Testfor overall effeck Z= 3.66 (P =
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] = Doxorubicin ll!llllllll! therapy

g5 2(mg/m
Dose Intensity = 58 (mg/m) LCMF < 1 Sequential
(D|> %ﬁ@ﬁﬂﬁﬁﬁ(l@) n Illllllllllll therapy

36 Weeks

10FEROEBEREFES 28% vs 42%
JAMA. 1995 Feb 15: 273(7): 542-7

PMID: 7837388

Dose Intensity # 5 & % A%

D1EH7- Y OFR5EX T : Dose escalation 9 F & HEPT

Q¥ 5RIEZ%E < 9% : Dose dense DR S T

RT T4 IVT T RFLMFERIZL Bdose densel 2 X >
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PMID: 15967831
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Clinical Trial > J Clin Oncol. 2003 Apr 15;21(8):1431-9. doi: 10.1200/JC0.2003.09.081.
Epub 2003 Feb 13.

Randomized trial of dose-dense versus
conventionally scheduled and sequential versus
concurrent combination chemotherapy as
postoperative adjuvant treatment of node-positive
primary breast cancer: first report of Intergroup Trial
C9741/Cancer and Leukemia Group B Trial 9741

Marc L Citron 1, Donald A Berry, Constance Cirrincione, Clifford Hudis, Eric P Winer,
William J Gradishar, Nancy E Davidson, Silvana Martino, Robert Livingston, James N Ingle,
Edith A Perez, John Carpenter, David Hurd, James F Holland, Barbara L Smith, Carolyn | Sartor,
Eleanor H Leung, Jeffrey Abrams, Richard L Schilsky, Hyman B Muss, Larry Norton
dose-dense EC

PMID: 15967831 Fluorouracil and dose-dense chemotherapy in adjuvant
treatment of patients with early-stage breast cancer:
an open-label, 2 x 2 factorial, randomised phase 3 trial

Lucia Del Mastro®, Sabino De Placido®, Paolo Bruzzi, Michele De Laurentiis, Corrado Boni, Giovanna Cavazzini, Antenio Durando, Anna Turletti,
Cecilia Nistica, Enrichetta Valle, Orella Garrone, Fabio Puglisi, Filippo Montemurro, Sandro Barni, Andrea Ardizzoni, Teresa Gamucc,
Giuseppe Colantuoni, Mario Giuliano, Adriano Gravina, Paola Papaldo, Claudia Bighin, Giancarlo Bisagni, Valeria Forestieri, Francesco Cognetti,

for the Gruppo Italiane Mammella {GIM) investigatorst P I\/l | D 2 5 7 40 2 8 6
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Study on the infusion-site adverse events and vascular
distribution of epirubicin in chemotherapy

with epirubicin and fosaprepitant
Mol Clin Oncol. 2019 Jul: 11(1): 43-49 PMID: 31289676

A . B
(ng/g) 30min. (ng'g) 24hr.
é 8 8 P<0.05
5 .
5 6 6
= 5 5
E 4 4
2 3 3
k5
E 2 2
S 1
S
FAP-5 FAP-Id AP FAP-5 FAP-I) AP FAP-5 FAP-I? AP FAP-5 FAP-IV AP

EPI infusion site Opposite site EFPI infusion site Opposite site
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Testing the effectiveness of antiemetic guidelines:
results of a prospective registry by the CINV Study PMID: 25681876

GI‘OUp Of Japﬂn Kazuo Tamura &, Keisuke Aiba, Toshiaki Saeki, Yoichi Nakanishi, Toshiharu Kamura, Hideo Baba, Kazuhiro
Yoshida, Nobuyuki Yamamoto, Yuko Kitagawa, Yoshihiko Maehara, Mototsugu Shimokawa, Koichi Hirata,

Masaki Kitajima & CINV Study Group of Japan

I MRS 1D D FE TR A

Severity of nausea measured by VAS {mm) Incidence of nausea (%)
0 — ~ CDDP-HEC be — — CDDF-HED
4B S = nan-OODE-HEC 4F —— ponCODP-HEC
40 "*,‘ —_— ME 0
36 a5
a0 80
25 26
a0 20
16 15
10 10
§ B
0 0
Day & Day 2 Day & Diay 4 Day i Day 6 Diay T Day 1 Day 2 Diny 3 Diay 4 Day b Day 8 Day T

International Journal of Clinical Oncology 20, 855-865 (2015)




AC/ECDEIE

] & XTTR

NEvVILES Y TEIILET YV
doxorubicin epirubicin
0O OH 0] 0 OH 0
OH CH
0O 0 OH 0 \H 0 0 OH 6 M
H=C HaC
500mg/m £ T 900mg/m*x T

OARAT7 7 IR

cyclophosphamide

(\m
0
Ol N
*x]r.f WC]
NH

Y Saitama Citizens Medical Center

21FHA ¢

BARAR, Bob, Bt (GEERY XL XY)

BRE (1ZIFEE) =74 v 7%

DHEE (B3, BEUn%) =0FT -,
D b ORZ v

H Bt (PR, BEPRESRE) =8k

OR%X =744 7 76—

BRILE 2 UVHE

8IS =G-CSF, RT T 4T T XF L

(MEHNRH)




Y Saitama Citizens Medical Center

Doxorubicin causes ferroptosis and cardiotoxicity by
intercalating into mitochondrial DNA and disrupting PMID: 36318618
Alas1-dependent heme synthesis scisignal. 2022 Nov; 15(758): eabngo17.
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Early Detection of Anthracycline Cardiotoxicity and
Improvement With Heart Failure Therapy

Circulation. 2015 Jun 2; 131(22): 1981-8
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Prognostic Value of Troponin I in Cardiac Risk
Stratification of Cancer Patients Undergoing
High-Dose Chemotherapy

Circulation. 2004 Jun 8; 109(22): 2749-54
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Figure 2. Left ventricular ejection fraction (LVEF; mean=SD)
behavior in patients developing cardiotoxicity in the first year,
from baseline (before starting chemotherapy) to the initiation
of heart failure therapy. CT indicates chemotherapy; and SD,
standard deviation.
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Figure 3. Left vantricular ejection fraction (LVEF) in patients with
cardiotoxicity and with partial (triangle) or full (squara) recovary
with heart failure therapy. Data are mean=S0D. CT indicates
chamotherapy; HF, heart failure; and S0, standard deviation.
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Am J Piysial Heart Cire Phyvsiod 287: H963-H968, 2004.
First published Aprl 1, 2004; 10.1 152/ yypheart. 01052.2003.

Effects of the taxanes paclitaxel and docetaxel on edema formation and
interstitial fluid pressure

Aurora Brenstad, Ansgar Berg, and Rolf K. Reed
Department of Blomedicine, Division for Physiology, University of Bergen, N-3009 Bergen, Norway

Table 2. Effects of paclitaxel, cremophor EL, docetaxel,
saline, and no injection on E. and TTW

Group n Eals TTW

Absolute values (ml'g dry wt)

No injection 25 0.02+0.01 192+0.16

Saline 28 0.17+0.10° 2132020

Docetaxel 15 0.44+0.27° 2.29+0.28°

Cremophor EL 27 0.15+0.10¢ 190x021%

Paclitaxel 15 027017 204020°
Change m values (A)

Saline minus no mnjection 0.118+00834 00569*+0.117

Docetaxel minus saline 0.179x0.244 01120314

Cremophor EL minus no injection 0.0951*+0.0634 —00331+0259

Paclitaxel muinus cremophor EL 0.0896+0.193 0.0728+0.131

Values are means *+ SD; n, no. of experiments. Eam, albumin extravasation;
TTW. total tissue water. *P << 0.05, no injection group vs. saline group; °P <
0.03, saline group vs. acetone group; “P < 0.05, Cremophor EL group vs.
paclitaxel group: 4P <= 0.05, no injection group vs. Cremophor EL group: ®P
=2 0.05, saline group vs. Cremophor EL group.
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Fig. 2. Pir after docetaxel and physiological saline. Values are means *+ SE.
#P = 0.05 compared with saline.
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Fig. 3. Pir afier docetaxel with and without pretreatment with phalloidin. The
docetaxel experiments are different from those in Fig. 2. Values are means *
SE. #P < 0,05 comparing the pretreated amd untreated group.
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