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First Challenge Is Evidence

Conventional medicine currently uses an
evidence based approach

Many CAMS treatments are only
supported by personal stories and
testimonials

What's wrong with that?




What's wrong with that?

To make a decision you must know the
denominator

If a person responds to a treatment, Is it a
one off, 1in 2, 1in 20 or 1 in 200, or 1 In
20007













“When the Oakies moved to
California it increased the 1Q of
both states”

Say a cancer Is stage 4 if there are
lung metastases and stage 3 if not

You compare the survival of each
stage between the 70’s and the 80’s
and find both improve?

Can you say that the improvement w
due to better treatment in the 80’s?






Evidence Based Medicine

Three types of reviews of available
evidence:

— traditional narrative review

— meta-analysis
— systematic review

Meta-analysis quantitatively
combines the results of studies
providing summary statistics




Strength of meta-analysis

High statistical power because of
patients numbers

Can detect rare events and detect
heterogeneity

Is useful for prognostic factor and
subset analysis

Can identify biases in individual trials




Smoking Cessation in Patients with Cancer

@ Randy Glasbergen.

“I’m prescribing a patch to help you
quit smoking. Wear it over your mouth.”
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- This study aimed to assess the efficacy of
a motivational interviewing intervention in

encouraging patients with cancer to quit
smoking




Biochemically Confirmed Quit Rates

ITT n=59 n=69

3 m pps 10% 6%

7 day pps 1 0% 7%

Completed F/U n=43 N=51
14% 8%
14% 10%

ITT = intention to treat
pps = period prevalence cessation




Conclusions

Although there was more quit attempt
activity in the intervention group, the
Intervention did not improve smoking
cessation Iin this group

At 6 months follow-up the biochemically

confirmed period

orevalence quit rates

were 6% In the intervention group and
group p=0.51

10% In the contro




Second Challenge — What to measure?

Depends on what you expect to achieve

Sometimes it IS cure, sometimes control,
sometimes symptom relief




Endpoints

In studies of anticancer agents the “gold
standard” endpoint is overall survival

The research guestions centre on
surrogate endpoints for more rapid
decision making

— Time to progression

— Biological markers

— Functional imaging changes )e.g. Early
PET response to Glivec in GIST




PET Before and after Glivec
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Supportive Care Endpoints

There Is a need to balance efficacy with
toxicity to incorporate quality of life

Supportive care endpoints encompass
objective and subjective endpoints

Studies can be quantitative and
gualitative in design



Antiemetic Studies

Antiemetic studies provide a good

example of the range of endpoints in
supportive care studies

Endpoints
Vomiting Nausea
Side effects Emesis related QOL

Economic Overall assessment



Vomiting

3 types of vomiting
— Acute, delayed and anticipatory

Several parameters to vomiting

— Number of episodes
e ?Dry retching
— Duration

— Volume
* Not very useful, depends on input



Subjective Endpoints

Nausea Is subjective (the patient

reports) — need for blinding

— Severity

— Duration

— Frequency

Olver et al Eur J Cancerl994, 30A:1223-7

— Patient and observer assessments may differ and
frequency of assessments may interact with the
endpoint



Supportive Care — Other Endpoints
(Hair loss)

Efficacy can be graded graded using the criteria: (Dean et al N
Engl 1 Med 1997,301:1427-1429)

— excellent (0% to 25% loss), good (25% to 50% loss),
moderate (50% to 75% loss) or poor (75% to 100% loss)

— evaluated by inspection (results noted in the CRF and
recorded on serial photographs)

Hair loss can be quantified by brushing the subject's washed
(and dried) hair with a standard hairbrush from the front crown to
the nape of the neck using five strokes and the hair from the
brush removed and counted by an independent study nurse
(Benjamin B et al. Psychooncology 200211:244-248



Supportive Care
Studies of CAMS

The same endpoints may be applicable as conventional

supportive care studies e.g. Ryan et al. Ginger for
chemotherapy-related nausea in cancer patients: A URCC CCOP
randomized, double-blind, placebo-controlled clinical trial of 644
cancer patients. Proc ASCO 2009

Patients with nausea in a prior cycle of chemotherapy
were randomised to placebo or 3 doses of ginger added
to 5HT3 antagonists



Chinese Herbal Medicine

Should you test a purified extract?

What about it was the combination of
chemical in the herb rather than just the
main ingredient?

What is the endpoint? Feeling better or
curing the cancer?



Qualitative Analysis

Concerned with exploring, describing,
understanding, and interpreting the personal and
social experiences of individuals

Interested In meaning — the interpretative aspect
— the ‘why’ of something

Where guantitative research aims to reduce
variety (via experimental control or elimination of
outliers), QA can examine and analyze the
significance of variation



Spiritual Therapies

There are many studies of intercessory
prayer that have used a variety of
endpoints e.g. survival, time to recovery
form illness, complication rates etc

Recent randomised study of patients with
cancer has used the change in the FACIT
—Sp scale with its 3 components of faith ,
peace and meaning



Study of Intercessory Prayer

After giving consent, 999 patients (490 in the control group and 509
In the intervention group) completed the MAC scale and FACT-G
guality of life scale plus FACIT-Sp, at study entry and 665 pts the
FACIT-Sp 6 mths later

The patients and all non-trial personnel were blinded to the patients
being randomly allocated to being prayed for by a Christian prayer
chain or not

The patients could not be identified as the prayers were given only
the patients’ first name, age, marital status, occupation and type of
cancer

Eligibility criteria included having a cancer diagnosis, being aged
over 18 years, ability to read English, ability to consent and with a
prognosis of over 6 months



15.8%

5.8%

FAITH did not unigquely contribute to the prediction
of Quality of Life



Mixed between within subject analyses comparing int ervention and
control groups across quality of life (QoL) scales over time

Group

Over Time (Within Subjects) (Between Subjects)

df Wilks = D Pargial E D Par;ial

Lambda

Spiritual WB 1, 644 .98 10.83 .001 .02 4.95 .03 .01

Peace 1, 605 .99 8.66 .003 .01 2.99 .08 .01
Meaning 1,611 .98 10.06 .002 .02 2.34 13 .00
Faith 1, 593 .95 34.78 .000 .06 2.61 A1 .00

Physical WB 1, 637 .98 12.45 .000 .02 0.68 41 .00
Social WB 1, 642 .98 10.49 .001 .02 0.18 .67 .00

Smotional 3 633 .92 5415 .000 .08 413 .04 .01
Wgc“ona' 1,647 100 160 .21 .00 359 .06 .01
Total QoL

(FACT-G)* 1,615 1.00 0.03 .86 .00 2.83 .09 .01




Conclusions

The prayer group showed greater improvements in Spiritual
Wellbeing over time (p = 0.03) compared to the control group,
although the effect was small

Peace and Faith showed positive, significant increases In
scores over time. However, Meaning appeared to significantly
worsen over the six-month study period, although the effect
was only small

The prayer group showed greater improvements in Emotional
Wellbeing (p=0.04) over time compared to the control group,
although the effect was small. This was the only other
wellbeing scale to show improvement over time.



Third Challenge — How to integrate

Both traditional and complementary medicine
should have the patient at the centre of the

treatment decision

Both should be satisfied that something works
without having to convince the other of why it
works — and if you don’t know, say you don’t

know
BUT

New fields like psychoneuroimmunology may
explain observed effects



Integration

Both should aim to provide evidence and
there maybe the same type of evidence for

both
BUT

There may be a different type of evidence
for a CAMS

e Pedigree
e Longevity of use



Interactions

Both orthodox and CAMS practitioners
must know how their therapies will interact
with interact with each other

Vitamin C and methotrexate

Grapefruit and drugs metabolised by CYP
3A4 which it inhibits



Integration

Start with dialogue and integrating
treatments that have evidence and don't
Interact with each other

Start with uncertainty and work towards
certainty



