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History of Best Supportive Carey pp

The term “best supportive care” (BSC) first appears in a 
1988 article reporting on chemotherapy studies in non 

sma ll cell l ng cancer st dies initiated in 1983 84sma;ll cell lung cancer studies initiated in 1983-84. 

J Clin Oncol 1988;6(4):633-41



J Clin Oncol 1988;6(4):633-41



What was meant by “BSC”?y

• BSC
– Euphemism for no chemotherapy arm

• BSC
– Euphemism for no chemotherapy armEuphemism for no chemotherapy arm
– Standard supportive measures

Euphemism for no chemotherapy arm
– Standard supportive measures

• Best? 
– Noting to indicate that this is different 

from standard supportive carepp



“Psycho-linguistics” of BSCy g

There is an implication that patients will be 
given a better level of care than standardgiven a better level of care than standard 
supportive care

Enticement to parties who may have 
reservations about a no chemotherapy armreservations about a no chemotherapy arm
Ethical review boards
Participating researchersParticipating researchers
Patients



BSC Studies: In general

Most studies involve poorly responsive cancers

g

Most studies involve poorly responsive cancers 

Usually the BSC  arm is found to be inferior to y
the chemotherapy arm with respect to 
objective tumor response and survival. j p

Imputed Implication
it is almost always better to receive treatment than 

to be referred for palliative care.
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What was the BSC definition in this study?y

Cellerino et al. J Clin Oncol 1991: 1453-61



What was the BSC definition in this study?y

Shepherd et al. J Clin Oncol 2000;18:2095-103



What was the BSC delivery in this study?
“The two arms were well balanced with respect 

to sex, performance status, tumor stage, # 
prior chemotherapy regimens, best response 

y y

to prior platinum-based chemotherapy” 

„Toxicity“„ y

Toxicity: disease-,  or treatment related?
Frequency of grade 3/4 “Toxicity“: Treatment adequate?q y g y q

Asthenia G3/4 in BSC: 28%
Nausea G3/4 5%
Other symptoms not assessedOther symptoms not assessed

Symptom management type, quality, intensity, outcomes: 
not reported

Shepherd et al. J Clin Oncol 2000;18:2095-103

p



What was the BSC definition in this study?y

Van Cutsem E, et al. J Clin Oncol 2007;25:1658-64.



What was the BSC delivery in this study?y y

Toxicity: disease-,  or treatment related?y ,
Frequency of grade 3/4 “Toxicity“: Treatment adequate?
Asthenia G3/4 in BSC: 2%
N G3/4 1%Nausea G3/4 1%
Symptom management type, quality, intensity, outcomes: 

not reportednot reported
Symptom assessment: not reported

Van Cutsem E, et al. J Clin Oncol 2007;25:1658-64.

� It remains unclear what was „Best Palliative Care“



Interim Summary: BSC Definition & Delivery

� Most of these studies represent chemotherapy vs no 

y y

y
chemotherapy control arm

� The term BSC care was introduced as a “politically correct”� The term BSC care was introduced as a politically correct  
euphemism for the control arm

P ti t t i “ t d d” P lli ti C C� Patients seem to receive “stranded” Palliative Cancer Care 
assessments and interventions (which are not reported)

� The term BEST is inaccurate and misleading 

� One can draw no conclusion about the relative merit of� One can draw no conclusion about the relative merit of 
systemic therapy versus palliative care from these studies



Evaluation of new (anti-cancer) treatments: 
h I� h II� h III ( i t t d d)1phase I � phase II � phase III (against standard)1

What are the standard anti-cancer treatments?

S O G & fESMO Guidelines & scientific meetings

ASCO Guidelines & scientific meetingsg

Applicable for which population?

� Is this „my“ patient?� Is this „my  patient?

.



Standards of 
Randomized

APER SECTION 
And topic 

Item Description Reported on 
Page # 

LE & ABSTRACT 1 How participants were allocated to interventions (e.g., "random 
allocation", "randomized", or "randomly assigned").

 

� 
NTRODUCTION 2 Scientific background and explanation of rationale  Randomized 

Controlled Trials: 
CONSORT

NTRODUCTION
Background

2 Scientific background and explanation of rationale.
�

METHODS 
Participants

3 Eligibility criteria for participants and the settings and locations where 
the data were collected.

 

� 
Interventions 4 Precise details of the interventions intended for each group and how 

and when they were actually administered.
 

� 
Objectives 5 Specific objectives and hypotheses. � 
Outcomes 6 Clearly defined primary and secondary outcome measures and whenOutcomes 6 Clearly defined primary and secondary outcome measures and, when 

applicable, any methods used to enhance the quality of 
measurements (e.g., multiple observations, training of assessors). 

� 

Sample size 7 How sample size was determined and, when applicable, explanation 
of any interim analyses and stopping rules.

 

� 
andomization -- 
uence generation

8 Method used to generate the random allocation sequence, including 
details of any restrictions (e.g., blocking, stratification) 

 

� 
andomization -- 9 Method used to implement the random allocation sequence (e.g.,  

�#4 Interventionsandomization 
Allocation 

concealment

9 Method used to implement the random allocation sequence (e.g., 
numbered containers or central telephone), clarifying whether the 
sequence was concealed until interventions were assigned.

�

andomization -- 
mplementation

10 Who generated the allocation sequence, who enrolled participants, 
and who assigned participants to their groups.

 

� 
nding (masking) 11 Whether or not participants, those administering the interventions, 

and those assessing the outcomes were blinded to group assignment. 
When relevant, how the success of blinding was evaluated.

 

� 

#4 Interventions
Precise details of the interventions intended for each group 

and how and when they were actually administered, g
atistical methods 12 Statistical methods used to compare groups for primary outcome(s); 

Methods for additional analyses, such as subgroup analyses and 
adjusted analyses. 

 

� ? 

RESULTS 

Participant flow�
 

13 Flow of participants through each stage (a diagram is strongly 
recommended). Specifically, for each group report the numbers of 
participants randomly assigned, receiving intended treatment, 
completing the study protocol, and analyzed for the primary outcome. 

 

y y

#6 Outcomes
Cleary defined primary and secondary outcome measures

Describe protocol deviations from study as planned, together with 
reasons. 

Recruitment 14 Dates defining the periods of recruitment and follow-up.  
Baseline data 15 Baseline demographic and clinical characteristics of each group.  

umbers analyzed 16 Number of participants (denominator) in each group included in each 
analysis and whether the analysis was by "intention-to-treat".   State 
the results in absolute numbers when feasible (e.g., 10/20, not 50%).

 

O t d 17 F h i d d t f lt f

Cleary defined primary and secondary outcome measures 
and, when applicable, any methods used to enhance the 

quality of measurements (e.g., multiple observations, 
Outcomes and 

estimation 
17 For each primary and secondary outcome, a summary of results for 

each group, and the estimated effect size and its precision (e.g., 95% 
confidence interval).

ncillary analyses 18 Address multiplicity by reporting any other analyses performed, 
including subgroup analyses and adjusted analyses, indicating those 
pre-specified and those exploratory.

 

Adverse events 19 All important adverse events or side effects in each intervention 
group

 

training of assessors).

.

group. 
DISCUSSION 
Interpretation 

20 Interpretation of the results, taking into account study hypotheses, 
sources of potential bias or imprecision and the dangers associated 
with multiplicity of analyses and outcomes. 

 

Generalizability 21 Generalizability (external validity) of the trial findings.  
verall evidence 22 General interpretation of the results in the context of current evidence.  



Evaluation of new (anti-cancer) treatments
Wh i th t l“ ti t ith “ tiWho is the „control“ patient with „no“ anticancer 

treatment option (NACTOP)?

NACTOPNACTOP



Characterisation of patients with NACTOP 
P lli ti E id i l “„Palliative Epidemiology“ 

Symptoms physicalSymptoms physical
Symptoms psychological

Social needsSocial needs
Spiritual needs

Decisions – Priorities, information needsDecisions Priorities, information needs
Families

Support networks pp

� Systematic data partially available, in clinical� Systematic data partially available, in clinical 
trials often collection of „toxicity“ and „quality of 
life“ data, but not (comprehensive) palliative care ( p ) p

assessments.



Assessment and treatment of patients with NACTOP
D l t f C P lli ti CDevelopment of Cancer Palliative Care

A decade ago palliative care was confined to the 
last phase of life, “when no anticancer treatment 

id d ”1was provided anymore”1

Modern oncology in contrast demands for 
state-of-the-art Palliative Cancer Care 

i t t d i li i l 2 d l tiintegrated in clinical care2 and also anticancer 
treatment research3.

1 ASCO special article. Cancer Care during the last phase of life. JCO 1998;16:1986-96
2 Daugherty CK et al Ethical scientific and regulatory perspectives regarding the use of placebos in2 Daugherty CK, et al. Ethical, scientific, and regulatory perspectives regarding the use of placebos in

cancer clinical trials. J Clin Oncol 2008;26(8):1371-8.
3 ESMO Criteria designated center for integrated oncology and palliative medicine www.esmo.org



< 1998

evolving

Fluctuating 
challengesnow challenges 
and goals

Slid C t f Mi h l Fi h MD H t d t d Fl i St



Assessment and treatment of patients with NACTOP
K l t f C P lli ti CKey elements of Cancer Palliative Care

� Assessment and management of physical and psychosocial symptoms and existential distress in 

patients with advanced cancer, acknowledging symptom interactions, symptom clusters andpatients with advanced cancer, acknowledging symptom interactions, symptom clusters and 

dealing with complexity.  

� Supportive care measures to alleviate or prevent side-effects of anticancer interventions and 

h th i t ti l t i ti t t d tenhance their potential to improve patient-reported outcomes.

� Anticancer interventions may improve symptom control, provided that state-of-the-art symptom 

control leaves gaps or that symptom prevention is the treatment objective. 

� Critical help in decision-making when facing advanced cancer, initiates and accompanies 

advanced directive processes including (re-) setting of life goals and priorities, assists in legacy 

work and grief and bereavementwork, and grief and bereavement.

� Active support of patients’ families throughout the trajectory of advanced cancer, facilitating 

families’ involvement in patient care while at the same time minimizes family burden.  

� Professional and continuous coordination of services involved in care of advanced cancer 

patients in inpatient and outpatient settings and at patients’ home, to avoid fragmentation of care 

and allow respite care if needed. 

� Competence to diagnose dying and utilize interdisciplinary approaches to relief physical, 

psychosocial, and existential suffering to facilitate a dignified death process. 
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How effective are Palliative Cancer Care interventions?
Importance of qualification of professionals

Several examples:Several examples: 
- surgeons TMR 

- Radiotherapists radiochemotherapyRadiotherapists  radiochemotherapy
- GP vs HIV-specalist AIDS Mgmt

Oncologists and (self-peceived) Palliative Care Skills

ESMO survey



How effective are Palliative Cancer Care interventions?
Importance of qualification of professionals

Who provides Pallative Care to Cancer patients?

1) i ifi i f lli i1) a significant proportion of palliative cancer care can 
be provided by the primary cancer care team

2) consultation with palliative cancer care specialists 
may range from a single consultation about a specific y g g p
issue to several encounters or ongoing involvement 
until death and into the period of bereavement.

ESMO‘ concept of integrated oncology & palliative medicine
EAPC f i li t lli tiEAPC norms of specialist palliative care

ASCO‘s emerging concept of Palliative Cancer Care 



How effective are symptom control interventions?
Pl b t ll d t di

Placebo effect Effects in the

Placebo-controlled studies

placebo group

Changes resulting from from the Real improvement g g
natural course of the disease

p
caused by the drug

P ti t‘ h d i t tLittl id Patient‘s hopes or desire not to 
disappoint the physician

More favourably interpretation by an

Little evidence, 
„hard to study“

More favourably interpretation by an 
investigator of a physical sign or 

patient report

Other treatments 
(„Best supportive care“) 

� h l th ti i t

Temple RT. Implications of effects in placebo groups. JNCI  2003;95:2-3

� whole therapeutic environment



How effective are symptom control interventions?
Pl b t ll d t di

I di id l

Placebo-controlled studies

Individual 
responders

Pain (0%-21%)

Appetite (8%-27%)ppet te (8% %)

Weight gain (7%-17%)

QoL (not reported)QoL (not reported)

Performance status (6%-14%)

� Placebo effect IS a reality in Palliative Care

Temple RT. Implications of effects in placebo groups. JNCI  2003;95:2-3
Chvetzoff G, Tannock I. Placebo effects in oncology. JNCI  2003;95:19-29



Evaluation of new anti-cancer treatments when no 
t d d t t t i il blstandard treatment is available: 

A Palliative Cancer Care View of the optimized trial

Symptom and other assessments (beyond QOL) 
are standardized (EPCRC?)� training requiredare standardized (EPCRC?) �, training required

True (!) placebo

Palliative Cancer Care interventions are defined, 
standardized, and controlled for (Specialists‘ role)standardized, and controlled for (Specialists  role)

Cancer-related symptoms and syndromes as 
primary (!) endpoint (Clinical Benefit Responseprimary (!) endpoint (Clinical Benefit Response, 

syndrome-targets [Biomarkers])1

1 Köberle D et al, J Clin Oncol 2008; in press



Best Supportive Care a faulted methodology in 
need of standards: CONCLUSIONS

Work required to provide quality assessments 
of outcomes relevant in Cancer Palliative Care

Work required to homogenize key cancer-
related symptom management approaches

Incorporation of palliative care expertise into 
“Good clinical practice” certification

� Integrated Oncology and Palliative Medicine



Thank you!Thank you!

Contact 
Florian.strasser@kssg.ch@ g

Fstrasser@bluewin.ch


