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of the esophagus: a practice Oncol Biol Phys. 2002 15;55(4) 93042,
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Combined chemotherapy and
radiotherapy (without surgery)
. X . |Cochrane
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Clinical results of radiation therapy
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Clinical [CONTEXT: Carcinoma of the esophagus traditionally has been treated by surgery or radiation therapy (RT), but 5-year overall survival rates have been only
Cooper JS, Trial;  |5% to 10% We previously reported results of a study conducted from January 1986 to April 1990 of combined chemotherapy and RT vs RT alone when an
Guo MD, Journal [interim analysis revealed significant benefit for combined therapy. OBJECTIVE: To report the long-term outcomes of a previously reported trial designed to
Herskovic A, ) Article; |determine if adding chemotherapy during RT improves the survival rate of patients with inoma. DESIGN: R trial oh dioth
Macdonald | Chemoradiotherap Multicen | conducted 1985 to 1990 with follow-up of at least 5 years, followed by a prospective cohort study conducted between May 1990 and April 1991. SETTING: emoradiotherapy
y of locally A A N N . . N Do of locally advanced
Js t Multi-institution participation, ranging from tertiary academic referral centers to general community practices. PATIENTS: Patients had squamous cell or '
} er ; . ) ; Chemoradiotherapy of locally esophageal cancer:
Martenson | 2dvanced Study; |adenocarcinoma of the esophagus, T1-3 NO-1 MO, adequate renal and bone marrow reserve, and a Karnofsky score of at least 50. Interventions Combined  [Prospecti g  esonhaoeal o e fol
esophageal cancer: | modality therapy (n = 134): 50 Gy in 25 fractions over 5 weeks, plus cisplatin intravenously on the first day of weeks 1, 5, 8, and 11, and fluorouracil, 1 g/m2 |ve, Any advanced esophagea’ cancer: one term o owup
JA Jr, Al- . ~ _|Randomi ! P " o Ny iy long-term follow-up of a of a prospective
long—term follow: 281(1(1623 per day by continuous infusion on the first 4 days of weeks 1, 5, 8, and 11. In the study, therapy was p: with RT only (n = 62): |stage, . A o
10235156 (eng Sarraf M, . |JAMA [ 1999 zed i . ) . ! . N . prospective trial trial
up of a prospective n o7 o troll |84 Gy in 82 fractions over 6.4 weeks. MAIN OUTCOME MEASURES: Overall survival, patterns of failure, and toxic offeots. RESULTS: Combined therapy CRT vs (RTOG 85-01) Radintion RT0G 85-01)
Byhardt R, | * 1 omized trial ontroll | Gionificantly increased overall survival compared with RT alone. In the randomized part of the trial, at 5 years of follow-up the overall survival for combined |RR. 196 : oG :
Russell AH, | 2ro 6 g5-01), ed Trial; |therapy was 26% (95% confidence interval [Cl], 15%-37%) compared with 0% following RT. In the succeeding nonrandomized part, therapy produced [pts. USA e Sy o, Radiation Therapy
Beitler JJ, | o yation Therapy Researc |5 5-year overall survival of 14% (95% Cl, 6%-23%). Persistence of disease (despite therapy) was the most common mode of treatment failure; however, it was TAn age
Spencer S, Oncology Group less common in the groups receiving combined therapy (34/130 [26%]) than in the group treated with RT only (23/62 [37%]). Severe acute toxic effects also 281(1 7') 162'377
Asbell SO, ) Support, |were greater in the combined therapy groups. There were no significant differences in severe late toxic effects between the groups. However, chemotherapy ’
Graham MV, us. could be administered as planned in only 89 (68%) of 130 patients (10% had life-threatening toxic effects with combined therapy vs 2% in the RT only group).
Leichman Gov't, |CONCLUSION: Combined therapy increases the survival of patients who have squamous cell or ad i of the T1-3 NO-1 MO,
PHS |compared with RT alone.
Abstract
PURPOSE:
Wong RK1, To make 1 dations regardi bined radiotherapy (RT) and chemotherapy (RTCT), compared with RT alone, when a nonsurgical approach is used
Malthaner for patients with localized esophageal carcinoma. v )
Combined modality
RA, Zuraw L, |Combined modality MATERIALS AND METHODS: systemati radiotherapy and
Rumble RB: |radiotherapy and The Medline, Cancerlit, Cochrane Library databases, and abstracts published in the American Society of Clinical Oncology and the American Society for o review, Combined modality chemotherapy in
Cancer Care |chemotherapy in |Int J Therapeutic Radiology and Oncology proceedings were hed for evidence. Evidence was evaluated by two members of the Gastrointestinal Cancer RT vs radiotherapy and it
Ontario nonsurgical Radiat Disease Site Group and methodologists. ORT. any chemotherapy in nonsurgical managegment of
! - |:930- RESULTS: N management of localized ° °
z"?g“ﬁe I’*‘a”ﬁgeg‘e”t of g‘”f"' 2003 (‘45)'55 2. Pooling seven randomized trials detected a statistically significant survival benefit at 1 year for concomitant RTGT compared with RT alone (1-year stage, | " carcinoma of the esophagus: localized carcinoma
b uidelines  flocalize fih P': mortality odds ratio 0.61; 95% confidence interval 0.44-0.84; p <0.00001). Local control also si ly improved with RTCT compared with RT Sta_gf:a a practice guidelineInt J practice g:i deg"ne’ nt
nitiative | carcinoma of the ys. alone for the available data (odds ratio 0.52; 95% confidence interval 0.31-0.89; p = 0.004), but a significant increase in adverse effects, including life~ Radiat Oncol Biol Phys.2003 it ool Brol
Galsgomtestl esophagUS:‘: y threatening toxicities, was shown. nlimx 15;55(4)930-42. Phys. 2003
nal Cancer |practice guideline. n EEIAY A,
Disease Site CONCLUSIONS: 15:55(4), :930-42.
Group. Concomitant RT and cisplatin-based CT is recommended over RT alone. Patients should be aware of the increased acute toxicity associated with this
approach, and this recommendation should only be made after consideration of the potential risks and benefits and the patient's general condition. Sequential
RTCT is not recommended as standard practice.
Abstract
BACKGROUND:
Esophageal carcinoma can be managed primarily with either a surgical or non-surgical radiotherapeutic approach. Combination chemotherapy (CT) and
radiotherapy (RT) has been incorporated into clinical practice and applied increasingly, especially in North America.
OBUECTIVES:
To evaluate combined CT and RT (CTRT) versus RT alone in patients with localized esophageal carcinoma. Outcomes included overall survival, cause—
specific survival, local recurrence, dysphagia relief, quality of life, acute and chronic toxicities.
SEARCH STRATEGY:
The Cochrane strategy for id d trials was d with relevant MeSH headings. The Cochrane Library, MEDLINE, CancerLIT and Combined
. EMBASE were last searched in April 2005. References from relevant articles and personal files were included. )
Combined SELEGTION CRITERIA: systemati ) chemotherapy and
chemotherapy and Randomized controlled trials in patients with localized esophageal cancer comparing RT alone with combined GTRT were included. Studies comparing non- | C review, Combined chemotherapy and radiotherapy
radiotherapy Cochr homoth to such Toth oors lante mloened Juded RT vs radiotherapy (without (without surgery)
d ane chemotherapy agents such as pure radiotherapy sensitisers, immu nts, planne , were excluded. curgery) compared with compared wih
Wong R1 (without surgery) |, CD00 DATA COLLECTION AND ANALYSIS: CRT. any radiotherapy alone in radiotherapy alone
M Itﬁ . g |compared with 2006(25:(1)| 500, Two reviewers extracted data independently. Trial quality was assessed using the Jadad scale and Detsky checklist. Sensitivity analyses were plannedto  |stage, Al e the el
althaner . | - diotherapy alone ;e . - examine the effect of concomitant versus sequential treatment, study quality, radiotherapy dose, and whether the drug regimen contained cisplatin or 5 [stage =& esophagus.Cochrane carcinoma of the
! ‘ ys | & X
nlocalized |3 ocrourac veceperformed 075 Boabate Svt evophags Gochrane
carcinoma of the / o ) ) ) . ) ) ) . o |ELB Rev.200625,(1)CD002092. Database Syst Rev.,
esophagus Nineteen randomized trials were included, with eleven concomitant and eight sequential RTCT studies. Concomitant RTCT provided significant reduction in | 3% 2006, 251
’ mortality with a harms ratio (HR) of 0.73 (95% confidence interval (CI) 0.64 to 0.84). Using an estimated mortality rate for the control group of 62% at year one CD00202.
and 83% at year two, the absolute survival benefit for RTCT was 9% (95% CI 5 to 12%) and 4% (95% CI 3 to 6%)) respectively. There was an absolute reduction g
of local recurrence rate of 12% (95% CI 3 to 22%), number needed to treat (NNT) of 9, when the local recurrence rate for the RT alone arm was 68%. This was
associated with a significant risk of severe and life-threatening toxicities (number needed to harm (NNH)of 6). Sensitivity analyses did not identify any
factors that interacted with the results. The results from sequential RTCT studies showed no significant benefit in survival or local control but significant
toxicities.
AUTHORS' CONCLUSIONS:
Based on the available data, when a non-operative approach is selected then concomitant RTCT is superior to RT alone for patients with localized
esophageal cancer but with significant toxicities. In patients who are in good general condition, and the risk benefit has been thoroughly discussed with the
patient, concomitant RTCT should be considered for the of esophageal cancer compared with radiotherapy alone.
Shioyama Y,
Nakamura K. | Glinical results of From 1992 through 2001, 29 patients with stage | esophageal cancer were treated with radiation therapy. All patients had squamous cell carcinoma. Clinical results of
Sasaki T radiation therapy Seventeen patients were treated with radiotherapy alone, and 12 were treated with a combination of chemotherapy and radiotherapy. Most of the retrospec Glinioal results of radiati radiation therapy for
Ooga S, for stage | Am J chemotherapy regimens included cisplatin and/or 5—fluorouracil (5-FU). Twelve patients were treated with intracavitary irradiation (low-dose rate: 6, high-  [tive, RT th'"'“ 'fes”t: © I'a lation stage | esophageal
82 > 8 ! Journal |dose rate: 6) after external radiotherapy. Median fraction and total doses of external radiotherapy given were 2.0 Gy and 60.6 Gy, respectively. Median doses |or CRT, crapy Tor stage ) cancer: a single
15685039 (eng Urashima Y, |esophageal cancer:|Clin 2005|28(1) [75-80 N fi Ny P 8 Gy/6 fractions i 13.5 Gy/4.5 fractions in hi esophageal cancer: a single Mpioae
e v gt Ol Article | of intracavitary irradiation were 18 Gy/6 fractions in low-dose-rate brachytherapy and 13.5 Gy/4.5 fractions in high-dose~rate brachytherapy. The 5-year |29pts, atitutional experionce, A institutional
imura M, 1a single overall survival rate was 62%. The 5-year local control rate was 44%. Of the 29 patients, 9 had in—field recurrence in the esophagus and 1 had recurrence in | Japan, 4 Glin Oncol200528(1)75-80 experience. Am J
Uehara S, [institutional the esophagus outside of the irradiated field. Of 9 patients with in-field local recurrence, 1 also devel jastinal lymph node and Thad  |Stage 1 Clin Oncol, 2005,
Terashima H,|experience. distant metastasis. Radiation therapy is an effective treatment modality for stage I esophageal cancer. 28(1), 75-80
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