Evidence Table 11. Randomized Controlled Trials on the Efficacy of Chemotherapeutic agents for the Management of Cancer Pain – Part I

	Author

Year

UI
	Studied treatment(s) 

(Rx, dose, route)
	N of study arms
	Study Design (cross-over, cohort, etc)

	
	
	
	

	Kantoff  1999      20030045  
	Mitoxantrone 14mg every 3 wks + hydrocortisone po 40mg/d versus hydrocortisone alone (CALBG 9182 trial)
	2
	Parallel

	
	
	
	

	Osoba 

1999   20029930       
	Mitoxantrone 12mg iv x 3wks + prednisone 5mg po bid versus prednisone alone. Patients on prednisone alone who had no improvement in pain after 6 wk were eligible to add mitoxantrone to prednisone.
	2
	Parallel        

Detailed QOL analysis of previously published paper

	
	
	
	

	Kramer  2000  20389251
	Paclitaxel 200mg by 3hr infusion q 3wks until progression,  followed by doxorubicin 75mg (max 7 cycles) iv bolus q 3wks compared w/reverse regimen doxorubicin followed by paclitaxel (EORTC 10923)
	2
	Phase II/III crossover

	
	
	
	

	Small 

2000      2020496
	Suramin versus placebo. Suramin 1000 mg in 2 hr infusion day 1. 1 hr infusions of 400, 300, 250, 200 mg given on days 2,3,4,5 followed by 275 mg infusions x2 wks, then once wkly for wks 8-12. Hydrocortisone 40mg/d to all patients.
	2
	Parallel

	
	
	
	

	Fossa

2000  20229671
	Bilateral orchiectomy vs bilateral orchiectomy followed by 1 wk mitomycin 15mg iv q 6 wks           EORTC Trial 30893
	2
	Parallel

	
	
	
	

	Riccardi  2000    20184074
	Epirubicin 60mg iv versus epirubicin 120mg iv on d1 every 21d (6 cycles max). In effect, single dose epirubicin versus double dose epirubicin as part of regimen containing fixed 5-FU and cyclophosphamide. The double dose epirubicin arm also received GCSF.
	2
	Parallel Phase II


	Author

Year

UI
	Randomization method
	Blinding
	Total N (evaluable)
	Mean or median age or range (% male)

	
	
	
	
	

	Kantoff 

1999   20030045  
	Not stated
	Not blinded
	242

(242)
	72                       

100% (male)

	
	
	
	
	

	Osoba 

1999   20029930 
	Not stated
	Not blinded
	161

(161)
	68 (63-75)    

100% (male)

	
	
	
	
	

	Kramer 

2000  20389251
	Minimization technique
	Information published in previous paper
	331

(294)
	Information published in previous paper

	
	
	
	
	

	Small   

2000      2020496
	Not stated
	Double blind
	458
	68 median (38-87)

100% (male)

	
	
	
	
	

	Fossa 

2000  20229671
	Minimization technique
	Double blind
	113
	Stratified

100% (male)

	
	
	
	
	

	Riccardi 2000    20184074
	Computerized procedure
	Double blind
	74
	54 (29-68)

0% (male)


	Author

Year

UI
	Type(s) of Cancer
	Baseline Pain Severity
	Type of pain (neuropathic, somatic, visceral)

	
	
	
	

	Kantoff 

1999      20030045  
	Hormone-refractory prostate cancer
	Not stated
	Bone Pain

	
	
	
	

	Osoba 

1999   20029930     
	Metastatic prostate cancer
	Not stated
	Bone Pain

	
	
	
	

	Kramer 

2000  20389251
	Advanced breast cancer
	Not stated
	Bone Pain

	
	
	
	

	Small 

2000      2020496
	Symptomatic hormone-refractory prostate cancer
	Not stated 
	Bone Pain

	
	
	
	

	Fossa 

2000  20229671
	poor prognosis M1 prostate cancer
	Not stated 
	Bone Pain

	
	
	
	

	Riccardi 2000    20184074
	Advanced breast cancer
	Not stated
	Bone Pain


	Author

Year

UI
	Chronicity of cancer pain (range or average)
	Source of Pain (cancer / sequela of treatment / procedure related)
	Inclusion/Exclusion criteria

	
	
	
	

	Kantoff 

1999      20030045  
	Not stated
	Bone metastases 75%

Lymph nodes: 20%        Lung: 8% 

Liver:11%
	Information published in previous paper: inadequate hepatic, renal, and bone marrow function; anti-androgen withdrawal before start of trial

	
	
	
	

	Osoba 

1999   20029930    
	Not stated
	Bone metastases 96%

Lymph nodes: 16%   Visceral:3%

Other:9%
	Information published in previous paper

	
	
	
	

	Kramer   2000  20389251
	Not stated
	Not stated
	Not stated

	
	
	
	

	Small 

2000      2020496
	Not stated 
	Not stated
	Systemic corticosteroids, any prior non-hormonal systemic treatment, radiotherapy w/in 28 days, strontium-89 therapy within 90 days, prior malignancy

	
	
	
	

	Fossa  

2000  20229671
	Not stated 
	Not stated 
	Not stated

	
	
	
	

	Riccardi 2000    20184074
	Not stated 
	Not stated 
	Information published in previous paper


	Author

Year

UI
	Tx of breakthrough pain or escape medication (applies to all arms)
	Outcomes assessed

(pain relief, QOL, etc)
	Instruments used for the assessment of studied effects

	
	
	
	

	Kantoff 

1999      20030045  
	Not stated
	QOL at 6wks, 12 wks, q12 wks; pain frequency and severity
	Functional Living Index-Cancer (FLIC): 22 items (1-7); sub-scales included well-being (12 items), emotional state (5), family disruption (2). Symptom Distress Scale, 11 items (1-5) incl 2 items for pain, how often, how severe. Impact of Pain on Daily Acitivities, 7 items (0-10).

	
	
	
	

	Osoba 

1999   20029930       
	Analgesic medications adjusted to give opt pain control
	Pain relief, QOL
	Patients examined every 3 wks. PROSQOLI Linear Analog Self-Assessment scores; Analgesic score calculated from pts' diaries; Present Pain Intensity Scale of McGill Pain Questionnaire (6 pt); EORTC QLQ-C30 (30 items w/5 domains + 3 symptoms domains) and QOLM-P14 (14 items)

	
	
	
	

	Kramer 

2000  20389251
	Not stated
	longitudinal QL measurement 
	EORTC QLQ-C30 (30 items w/5 domains, physical, role, emotional, cognitive, social + 3 symptoms domains, fatigue, nausea/vomiting, pain, and global QL scale):30 self-rating items (0-100) ; Rotterdam Symptom Checklist (RSCL) w/4 scales: physical symptom distress, Psychological distress, activity level, overall QL, 4 pt scale 0-100. 6 added items included VAS for global QOL.

	
	
	
	

	Small 

2000      2020496
	Opioid analgesics
	Pain and opioid analgesic use; QOL; performance status
	Brief Pain Inventory (0-10); Pain Responder Analysis (11 pt scale w/div into 3 ranges, 0-4, 4-7, 7-10); Functional Assessment of Cancer Therapy-General (FACT-G), 5 patient-rated domains, physical well-being, functional well-being, social well-being, emotional well being, relationship w/dr. Revised Rand Functional Limitations Scale (RRFLS):patients' activities (scale 8-40).

	
	
	
	

	Fossa 

2000  20229671
	Not stated
	QOL assessment
	EORTC QLQ-C30 (30 items w/5 domains, physical, role, emotional, cognitive, social + 3 symptoms domains, fatigue, nausea/vomiting, pain, and global QL scale):30 self-rating items (0-100) ;Global Health Status /QL scale

	
	
	
	

	Riccardi 2000    20184074
	Not stated
	QOL
	EORTC QLQ-C30 (30 items w/5 domains, physical, role, emotional, cognitive, social + 3 symptoms domains, fatigue, nausea/vomiting, pain, and global QL scale):30 self-rating items (0-100);       QLQ-BR-23 (23 questions, w/2 functional scales body image and sexuality and 3 symptom scales. Pt responses based on 2, 4, 7 pt scales w/max value 100. Spitzer's QL index which covers 5 ares, 2 pts each dimension.


	Author

Year

UI
	Outcomes (significant / nonsignificant) as reported in the paper
	Comments

	
	
	

	Kantoff 

1999      20030045  
	No statistically significant differences in global QOL (total FLIC score), problems of daily activity, and summary score of impact of pain scale. There was indication of better QOL in M+H arm. Differences in FLIC emotional scale sub-scale (P=.04),  FLIC family disruption scale (P=.02), and frequency of pain (P=.06) severity (P=.03) all favored M+H arm. Symptom distress scale favored HC alone.
	

	
	
	

	Osoba 

1999   20029930       
	There was a trend towards higher analgesic score for M+P patients. Details indicated no apparent differences in any functioning scales. After 6 wks, only 62 of 81 patients in P arm remained, compared to 71/80 patients with M+P. 48 patients crossed over to M+P.  Of patients who remained on tx after 6 wks, P patients improved in social functioning, global QOL and the impact that pain had on mobility (P=.01) compared with baseline scores.  M+P patients improved in physical functioning, social functioning, global QOL, pain, the impact of pain on mobility, the degree of pain relief. 6 wks after adding M, the crossover gp (n=35) improved in pain, and impact of pain on mobility (.0001<P<.01). After 12 wks, there was no statistically significant improvement compared with baseline in any HQL scores in P patients, but there was insignificant decrease in pain (P=.05). Patients continuing M+P tx since randomization (n=54) showed continuing improvement over baseline in 4 functioning scores (.0001<P<.004), global QOL (P=.009), and 9 symptoms (.0001<P<.01). The crossover group (n=25) improved in global QOL (P=.003) and pain relief (P=.0001). After 18 wks, patients with P (n=19) improved only on impact of pain on mobility (P=.004) compared with baseline. Those with M+P (n=43) improved in 11/14 function and symptom scales. Crossovers (n=17) had improvement in pain, impact of pain on mobility and pain relief (.001<P<.003). 
	

	
	
	

	Kramer 

2000  20389251
	On RSCL, there were significant differences between treatment arms at the end of cycle 3 observed for bone pain (worse in paclitaxel arm, P=0.042); bone pain was present in 58% patients on paclitaxel and in 41% on doxorubicin. For both txs, QLQ-C30 recorded improvements in emotional function and pain. There were no statist signif differences in any variable. For bone pain, RSCL showed borderline significance (P=0.053) with improvement in bone pain for those on doxorubicin and deterioration in those on paclitaxel. This finding contrasts with general questions on pain in QLQ-C30 which showed mean improvement in both arms (P=0.086). QLQ-C30 showed a trend towards less pain in doxorubicin arm between baseline and cycle 3, especially for bone pain. There was a trend towards decreasing mean pain score (less pain) in D arm and increasing mean pain score (especially bone pain) in P arm in those receiving more than 3 cycles.
	

	
	
	

	Small   

2000      2020496
	Averaging pain and narcotic rank scores, suramin + HC was superior to placebo + HC at both 6 wks and EOT (P=.0001). Suramin plus HC was also superior in univariate rank testing of each of the individual parameters at 6 wks and EOT (P<.007). Parametric ANCOVA results comparing mean changes from baseline at both time points revealed reductions for both treatment, but reductions were larger for suramin + HC at both 6 wks (P=.023) and EOT (P=.0008.) ANCOVA results also showed that although narcotic use increased for patients receiving either tx, the increase for placebo + HC patients was higher at both 6 wks (37.5 v 16.5 mg morphine) and EOT (54.1 v 32.4 mg), but results  were not statistically significant. In Pain Responder Analysis, a signif higher percentage of patients on suramin achieved a pain response (43% v 28%: P=.005). Proportion of patients with pain response based on pain reduction alone was superior in suramin patients (24% v 13%, P=.005), as was proportion of patients with pain response based on reduction in narcotic analgesic intake alone (37% v 23%, P=.001). Proportion of patients with pain response based on both pain reduction and reduction in opioid analgesic intake was also superior in suramin group (18% v 8%, P=.001). Kaplan-Meier estimate of duration of pain response among pain responders was significantly longer for suramin patients (P=.0027) with estimated median duration of 240 days vesrus  69 days
	

	
	
	

	Fossa 

2000  20229671
	In both arms, pain improved significantly within first 12 wks after randomization. The baseline mean scale score for pain and overall QL were slightly better in ORCH group than in ORCH+MMC arm, but differences were not significant. Compared with patients on ORCH arm, the use of adjuvant mitomycin C was associated with significant reduction in global health status/QL and with impairment in 7 of 11 QL dimensions of questionnaire. Some QL improvement was seen after discontinuation of MMC.
	The use of adjuvant mitomycin C not recommended as adjuvant tx due to negative impact on QL.

	
	
	

	Riccardi  2000    20184074
	There was no significant ? baseline score between low dose and high dose patients for either functioning or symptom items. The mean global QLQ-C30 QL improved over time, to a greater degree in high dose patients (by 8.9 points) than in low dose patients (by 2.5 points). Three months after chemotherapy, pain score was reduced with respect to baseline (P=0.003), by 14 (P=0.009 over baseline), and 9 (P=0.06 over baseline) in high dose patients, with no significant difference between arms. Functional parameters improved to a lesser degree.  Among QLQ-BR23 scales, body image score deteriorated over time, but without statistical significance. With regard to Spitzer/QL index, high dose patients showed substantial stability but worse for low dose patients. 
	


1
231

