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Weekly Paclitaxel in the Adjuvant Treatment of Breast Cancer

TO THE EDITOR: Sparano et al. (April 17 issuef
compare the efficacy of two different taxanes, giv
en either weekly or every 3 weeks, in the adjuvant
reatment of breast cancer. Itis striking that there
were no significant differences in disease-free sur
vival between the group of patients receiving pac-
litaxel and the group receiving docetaxel or be
tween the group receiving weekly treatment and
the group receiving treatment every 3 weeks,
whereas multivariate analysis with the use of a
Cox p jonal-hazards model showed signifi
cantly Ianger disease-free survival in the group
receiving weekly paclitaxel than in the group re
ceiving paclitaxel every 3 weeks. Clinicians will
have difficulties in drawing a definite conclusion
from the study because of this disparity, which
might be associared with unrecognized bias.
Maszaharu Tsubokura, M.D

Teikyo Unbrsity
Ichihara 2850111, Japan
teubokura thy@umin.acjp
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THIS WEER'S LETTERS
Weekly Adjuvant Paclitaxel in Breast Cancer
Carotid Stenting versus Endarterectony
Artesunate for Malaria
Apnea and Seizures in a Newborn
More on Alendronate and Atypical Femnoral
Fractures
Perinatal Deaths in a Family with Polycystic
Kidney Disease and a PKD2 Mutation

Resolution of Non—Small-Cell Lung Cancer
lﬂcr“ﬁtbdrmdd’hnumw

Mazshiio Kam:, M.D

University of Tokye

Tokys 1088819, |span

Tsunehiko Komatsu, M.D

Teikcyo Uiniversity

lchihara 2990111, Japan

L Sparuno JA, Wang M, Martino §, et al. Weeidly paditazel in
the adjuvant trearment of beeast cancer. N Engl | Med 2008;
I5H1663-TL

1O THE EDiTOR: [n the study reported by Sparano
et al., the total dose of paclitaxel in the group
receiving paclitaxel weekly was higher than the
total dose in the group receiving paclitaxe] every
3 weeks (960 mg per square meter of body-sur
face area vs. 700 mg per square meter). This was
not the case for patients who received docetaxel
(420 mg per square meter in the group receiving
weekly docetaxel vs. 400 mg per square meter in
the group receiving docetaxel every 3 weeks). The
higher dose intensiry in the group receiving weskly

! paclitaxel may have contributed to the outcome.

Sercan Aksoy, MD
Omer Dizdar, M.D
Kadri Altundag, M.D
Hacettepe University
Ankara 06100, Turkey

THE AuTHOR REPLIES: Tsubokura and colleagues
question how a significant improvemnent in dis-
ease-free survival and overall survival could be ob-
served in the group receiving woddy paclitaxel
(as compared with the group receiving paclitaxel
every 3 weeks) when there was no difference in the
primary comparisons of taxane type (paclitaxe! vs.
docetaxe]) and schedule (every 3 weeks vs. weekly).
The trial used a two-by-two factorial design for
the primary comparisons and was sufficiently

SENCL] WIS 193 www.NLMORS ULy 1), 3ool
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A further possibility is that, in
addition to delay, patients in the
25-fraction group were more likely
to be subject to interruption and
prolongation of their radiotherapy
treatment. In breast cancer, pro-
longation by more than 7 days in-
creases the risk of local recurrence and
decreases overall survival!

| urge the START Trialists to publish
data on the interval from surgery or
the last dose of chemotherapy to the

Strikingly, the 5-year rate of distant
relipse was lower in patients who
received 40 Gy than in those who

techniques have improved, in som
cases problems only appear afte
10 years or even more. As Bartelin

ived 50 Gy, wh skin damag;
was milder in patients who received
40 Gy than in those who received
50 Gy,
These findings might be attributable
to the difference in the Irltcmlty of

and Arriagada note;? “the late side
effects of ndiation inaease witl
time”, and hypofractionation |
known to produce more long-terr
morbidity than hyperfractionation
START patients must be carefull
followed up, and no final condusion

djwvant therapy b
who md\m‘ldﬁﬁylndﬂ'mlufn
received 50 Gy. Patients who received
40 Gy might have been given more

intense  adjivant therapy owing
to the lower rate of short.term

first fraction of radiotherapy and on
the overall time for radiotherapy In
both of the START trials. These data
could provide the basis for hypothesi

diotoxicity than those who recetved
50 Gy. These blases might have led
to mmdﬂm.hn of t.ha effect of

should yet be drawn about adoptin
high-dose schedules.
Schedules with fewer, larger dose
might be cheapes, but some of oL
bers are ly disabled 1
20, or even 30 years after irradiatior
and would gladly have opted for dail
treatment to avoid their presen
bl The | costs

py on | ¢}

relapse
rate in p who recetved 40 Gy in

generation: as a post-hoc subg
analysis it will not prosvide <ondush'e
results,

| doclarn that | huaree o conflict of interest.

15 fractions compared with those who
received 50 Gy in 25 fractions.

We would be grateful if the START
Trialists could provide us  with

Michael Williams - detailed information on shott-term
michael williams@addenbrookes nha o
radictoxicity, and on adjuvant therapy,
Adderdrocke's Hompltal, Oncology Centrn, Box 198, ©
ok Nac s induding its dose and the number of
T The START Trislims Group The UK i
Mandantinst kom of fraast Lackistharapy W declars that we hivw no confict of intasit.
S_!l‘l:_h_l::hlld;:lﬂ-w YA *Masahan Tsubok Yuii Miura,
rasst canenr & randon med trial | ancet 7008,
psppna gl Noobc:{cl'ﬁLMnahlmxamL
T Huang ) Barbars L Brousesn M, G,
MachBlop W), Does delay In " boloura-they inacjp
affect the setromes of rdotheragy

A pystematic review, | Cin Onoal 200%
Tu5E5-6L

3 Williuma MV, Sumers ET, Delnbsvater X,
Barrett A Bacdiotburtapry doss Bactlonstion,
acvess and waking in the counthes of tha Ul in
2005 Cin Onaad 2007; B4 14

4 Runelink H Arlagads £ Hypath

Tedye University, Chibe Medical Center, ichihars,
2990111 Chiba, fapum (MY, YM, NT, TK); and
Univenity of Tekeyo, Tokys. japan (MK)

B The STARTTilias' Gooup. The UK

ﬂu health and sodal care budge
resulting from latrogenic emor coul
be astronomical.

We are ako disappointed tha
the companion quality of i
study' did not analyse quality of Iif
after radiotherapy, Patients’ self

for each fracti

group are crudal We note tha
“patients tend to score effects mor
severely” than physidans or phote
graphers, and that a *full descriptio
of patient-rated cosmesis and qualit
of life will be reported separately”' W
awalt this with interest.

W sdenowledge helphul commants from

intereat

Stanclardination of Breast
(START) Trial B of adiosharapy

raciotharapy fos braam cancer. L ancrt 2008;
I 105051

5 B NS, St P, Oboar & The affect of

irmdistion of breust cances Oruaslagy 2005
Py

The START Trialists” Group® showed
that there was no  significant
difference in rates of | fonal

[T ———pe—
I 1098107

We welcomae the publication of the
START trial™ but do not daw the
same conclusions as the trialists.
Rather, we support the condusion of

Margaret Carling, *Heather Good
Audrey lronside, Jan Millington,
Christina Rogers
hm.goodare@virgin net
66 Park Road, Seuthbarmugh THA OMX, UK
n..smn-u The
1 Hf‘“ u‘m
nnmtuu..m-.,
o

the Comment by Harry Bartefink and

relapse  between patients  with
early breast cancer who recetved
40 Gy In 15 fractions and those who
tecelved 50 Gy in 25 fractions in
the UK Standardisation of Breast
Radictherapy (START) Trial B.

Rodrigo Arriagada’ that the follow-up
time is too short to give a realistic idea
of long-term effects on normal thssue
of radiotherapy to the breast.

Many women have disabilities after
high-dose deli i in

[ —— m\dnlnludllﬂ. Lancrt 2008
371 3098-107.

3 The START Tralists' Croup. Tha UK
Standardaution of Breast Fadiotherapy
[START) Trial A of racdiothempy
ypotracthonation for treatment of
[breas cancee & nendomised trisl Lancet Ones.
T008; 9 341

3 mumtwm-

the 1980s. Although we accept that

Lancet 2008:
3Te 10509,

wearm thdancetoom Yel371 jiy 19, 7008
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