CAT: Systematic Review
Pat Pun 10/13/03
Clinical Question: Is adjuvant/neoadjuvant chemotherapy in additional to locoregional treatment beneficial in treating laryngeal cancer?
Reference: Pignon et. al. “Chemotherapy added to locoregional treatment for head and neck SCC: three metaanlyses of updated individual data”. Lancet 2000; 355: 949-955
Methods

Study Sources – Published and unpublished trials included, identified via Medline and EMBASE search engines as well as hand searches of meeting abstract and references in review articles. Experts also requested to submit trials. Authors were contacted when available 
Design of studies included – Blinded prospective RCT trials between 1965 and 1993
Study inclusion / exclusion criteria: 1. Previously untreated patients with nonmetastatic ENT SCCof oral cavity, oropharynx, hypopharanx and larynx 2. Comparing effect of combined chemotherapy + locoregional treatment vs locoregional alone. 3. All patients had undergone potentially curative local treatment (resection/XRT) 4. Patients not treated for another cancer 5. Excluded trials including only nasopharyngeal cancer. 
Number of studies screened vs. accepted: 84 trials screened, 7 trials excluded because some data before 1965, 3 trials excluded because pseudorandomization used, 11 trials excluded as data unavailable. (92% of all patients in RCT trials)
Patient Population – 10741 patients from 63 trials. Groups similar at baseline. (webtable 1) Did not detail screening and enrollment methodology of these trials
Description of therapy: locoregional treatment (surgery+XRT) vs. LRT + chemo (neoadjuvant, concomitant, adjuvant combined) Chemo regimens: platin +5FU, other platin combo, combo chemo without platin, single agent. (Table 1)
Outcomes – Survival/Hazard Ratio main endpoint. Trials were divided according to timing of chemo (neo, concom, adju) as well as type of chemo, all ITT. 

Analysis – Pooled patient data was used to calculate hazard ratios using fixed effect model. Hazard ratios were used to extrapolate absolute benefit at 2 and 5 years. Chi squared test used to study heterogeneity.  

Follow-up – Not discussed,  “Median followup was calculated by the potential follow-up method.”
Validity

Was a focused clinical question addressed? Yes  Were study inclusion criteria appropriate? Yes
What is the likelihood that an relevant study which would change the overview’s conclusion was omitted? Very small (per authors, 92% of all RCT data included, 99% since 1980)
Was the validity of the included studies assessed with reproducible standards? To a degree, as they did exclude studies with “pseudorandomization” as well as subgroup analyses on “confounded trials”
What was the degree of heterogeneity between included studies? Significant: see Fig 1
Was follow-up of sufficient duration? Not discussed-- “Median follow-up was computed by the potential follow-up method”
Were all patients accounted for and analyzed? Yes, after initial exclusion
Do the study population characteristics describe your patient? Yes (webtable 1) 

Results (Figure 1)
	
	Hazard Rat
	CT effect(p)
	Heterog. (p)
	2 yr benefit
	5 yr benefit

	Adjuvant
	0.98 
	0.74 
	0.35
	1%
	1%

	Neoadjuvant
	0.95
	0.10
	0.38
	2%
	2%

	Concomittant
	0.81
	<0.0001
	<0.0001
	7%
	8%

	Total
	0.90
	<0.0001
	<0.0001
	4%
	4%


Overall, there was a combined HR of 0.90 which was significant, but there was also a high degree of heterogeneity between studies (Fig 1). The Kaplan Meier curve does differ significantly, but the effect was slight. (Fig 2)
Comments

Comprehensive review including majority of data available, well done. One wonders if increasing standard of care might preclude inclusion of older trials (from 60’s) in analysis. Also, large degree of heterogeneity thows any conclusion from the pooled data in some doubt. Recent published RCT data suggest significant benefit from combined concomitant approach (N Engl J Med 1998; 338:1798-1804, Jun 18, 1998). All in all, the authors conclude that although there appears to be a significant benefit of combined therapy, the benefit and the data is not strong in support of combined approach.  
