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INTEGRATIVE MEDICINE

COMPLEMENTARY MEDICINE

ALTERNATIVE MEDICINE

It coordinates use of evidence-based

complementary practices and 

conventional care

It comprises therapies used as a 

complement alongside conventional

medicine

It comprises therapies used in place of 

conventional medicine

H. Greenlee et al. CA Cancer J Clin 2017

People use “integrative”, “complementary” and “alternative” interchangeably, but they area not 
the same thing!   



«How big is the matter?»

 More women than man

 People with higher cultural level and high income

 People who have been hospitalized in the past

 Young age

 Brief expectation of life

 25%  of the population in Great Britain

 50% of the population in Germany

 50% of the population in France

 50% of the population in Australia

 42% --> 69% of the population in USA

Gansler T et al. Cancer 2008

Boon H et al. J Clin Oncol Off J Am Soc Clin Oncol 2000

«Who gets involved?»



 They’d like to relieve the side effects of mainstream cancer treatment without having to take more

medicine

 They are seeking a less unpleasant treatment approach that might have fewer side effects

 They want to take an active role in improving their own health and wellness

 They prefer alternative theories of health and disease, as well as alternative treatments

 Truth communicated as a ruling without appeal

 Sense of abandonment

 Ineffective communication

«Why would cancer patients be interested in?»

Astin JA et al. JAMA 1998

Davis EL et al. Oncologist 2012



H. S. Boon et al. BMC Woman’s Health, 2007; 7:4; doi:10.1186/1472-6874-7

 Patients with breast cancer and breast cancer survivors are frequent users of complementary and 

integrative therapies

 A lot of studies found that both the use of CAM products and visits to CAM practitioners by women 

diagnosed with breast cancer significantly increased over the years

«About breast cancer…»





 To update the previously published clinical practice guidelines (2014), the SIO expert panel conducted a systematic

review of literature from January 1, 2014 through December 31, 2015:

 Randomized controlled trials (RTCs)

 RTCs published in English

 RTCs included at least 50% patients with breast cancer

H. Greenlee et al. CA Cancer J Clin 2017;67:194-232; doi: 10.3322/caac.21397



H. Greenlee et al. CA Cancer J Clin 2017;67:194-232; doi: 10.3322/caac.21397



H. Greenlee et al. CA Cancer J Clin 2017;67:194-232; doi: 10.3322/caac.21397



 The ASCO Expert Panel also carefully reviewed the SIO guidelines content to determine appropriateness for ASCO 

endorsement

“Recommendations are clear, thorough, based on the most relevant scientific evidence in this content area, 

and present options that will be acceptable to patients”

 Overall, the ASCO Expert Panel agrees with the recommendations as stated in the guideline, with some discussion points.

G. H. Lyman et al. JCO September 2018; vol. 36, n° 25



Integrative Therapies During and After Breast Cancer Treatment: ASCO Endorsement of the SIO Clinical

Practice Guideline/1

ASCO Discussion Point: the Grade B recommendations differ

from the 2017 ASCO antiemetic guidelines: the ASCO Expert

Panel feels that Grade C would be more appropriate! Trials conducted before current

pharmacologic antiemetic regimens

became available

Small sample size

Not clear evalutation of side effects of 

these procedures

G. H. Lyman et al. JCO September 2018; vol. 36, n° 25



Female BC resected
pts, Karnofsky PS ≥80, 

candidates for 
myeloablative
chemotherapy

(cyclophosphamide, cisplatin
and carmustine)

(n=104)

Antiemetics drugs + 
Electroacupunture

Antiemetic drugs + minimal
needling

Antiemetics drugs alone

 Electroacupunture and minimal needling started within 2 hours 

before the initial of chemotherapy infusion (30 min)

 Antiemetics drugs: prochlorperazine, lorazepam and 

diphenhydramine

 Rescue antiemetic medications were available (i.g. 

metoclopramide, droperidol) 
 Patients evaluation: 5 and 14 days

J. Shen et al. JAMA December 6, 2000; vol. 284, n° 21 



Integrative Therapies During and After Breast Cancer Treatment: ASCO Endorsement of the SIO Clinical

Practice Guideline/2

ASCO Discussion Point: the safety and efficacy of ginseng may vary by type of

ginseng; some ginseng preparations may have estrogenic properties (> those derived

from ethanol extracts). The ginseng studies cited by the SIO guideline used American

ginseng (Panax quinquefolius) that was tested for quality and potency; the duration of

treatment in these studies was short (8 weeks), and its safety and efficacy over longer

periods remains uncertain.

G. H. Lyman et al. JCO September 2018; vol. 36, n° 25



Integrative Therapies During and After Breast Cancer Treatment: ASCO Endorsement of the SIO Clinical

Practice Guideline/3

ASCO Discussion Point: The mistletoe trials cited by the SIO guidelines evaluated

subcutaneous delivery only, that is not currently approved by FDA. Orally available

mistletoe is available in the United States, but ingestion of high doses of mistletoe berry

or leaf is known to cause serious adverse reactions (i.g. gastrointestinal disorder,

bradycardia, illusions, death)

G. H. Lyman et al. JCO September 2018; vol. 36, n° 25



G. H. Lyman et al. JCO September 2018; vol. 36, n° 25

 To update the SIO literature analyzed in clinical practice guidelines published in 2017, the ASCO expert panel conducted a 

systematic review of literature from January 1, 2016 through December 15, 2017:

 Randomized controlled trials (RTCs)

 RTCs published in English

 The updated search yielded 167 records, 30 of which were potentially eligible for inclusion based on title and abstract review

 Potentially eligible publications were reviewed by one of the SIO guideline panel members, and 9 were shared with the ASCO 

Expert Panel for further discussion

These publications do not lead to substantive

modifications of the SIO recommendations but

in general they support, and in some cases
may strengthen, current recommendations
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Pain, AIs-induced arthralgias

 Aromatase inhibitors (AIs) have proven efficacy for the treatment of hormone-

sensitive breast cancer

 However, many patients (50%) experience side effects,including aromatase

inhibitor–related arthralgias (pain and stiffness), which contribute to non-

adherence with therapy

 Data from clinical trials suggest that non-adherence to endocrine therapy is

associated with reduced disease-free survival (DFS)

 Duloxetine is the only drug that has shown a statistical and clinical benefit in 

this setting (randomized, multicenter, placebo-controlled clinical trial)

 Several trials have evaluated other approaches, such as acupuncture, as a 

treatment for AIs-related arthralgias

NL Henry et al. SWOG S1202. JCO 2018; 36(4): 326-332

DL Hershman et al. JAMA July 10, 2018; vol. 320, n° 2



 It is a traditional Chinese therapy that involves insertion of 

fine, single-use, sterile needles in acupoints according to a 

system of channels and meridians that were developed by 

early practitioners of Traditional Chinese Medicine

 The needles are stimulated by manual manipulation, 

electrical stimulation (electroacupuncture), or heat

 Several small studies have suggested that acupuncture

may be beneficial for AIs-related arthralgias; however others

have shown no benefit

 The overall interpretation of these trials has been uncertain

due to:

• short duration

• small sample sizes

• differences in methodology

JH Chirgwin et al. JCO 2016 

DL Hershman et al. JAMA July 10, 2018

Acupuncture



 Multicenter (11), randomized (2:1:1), blinded sham- and waitlist controlled clinical trial

 Main inclusion criteria:

 Women with histologically confirmed (stages I-III) primary invasive ER/PgR–positive BC

 Postmenopausal or premenopausal (with use of a gonado tropin-releasing hormone agonist)

 To be taking a third generation AIs for >30 days prior to registration, with plans to continue for at least 1 

additional year

 A score of greater than 3 (range,0-10; higher scores indicate greater pain) on the worst pain item of the Brief 

Pain Inventory-Short Form(BPI-SF) that (by patient report) started or increased since starting AIs therapy

 The primary hypothesis was that true acupuncture would decrease joint pain associated with the use of AIs 

compared with both sham acupuncture or wait list control at 6 weeks

 Primary endpoint: BPI Worst Pain Item (BPI-WP) score at 6 weeks of treatment (a reduction of 2 points on the 

BPI-WP has been identified as a clinically meaningful change for patients)

DL Hershman et al. JAMA July 10, 2018; vol. 320, n° 2
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 From March 2012 to February 2017 a total of 226 patients were enrolled

DL Hershman et al. JAMA July 10, 2018; vol. 320, n° 2



 Primary endpoint: BPI Worst Pain Item (BPI-WP) score at 6 weeks of treatment

DL Hershman et al. JAMA July 10, 2018; vol. 320, n° 2



 «Taking a look at the safety analyses»

DL Hershman et al. JAMA July 10, 2018; vol. 320, n° 2



 In this clinical trial there were statistically significant but modest improvements in pain scores with 

true acupuncture administered twice a week for 6 weeks compared with both sham acupuncture and 

wait list control

 However, the magnitude of the effect did not achieve the prespecified between-group difference of 2 

points in the primary end-point of BPI-WP

DL Hershman et al. JAMA July 10, 2018; vol. 320, n° 2



“How does AIOM think?”

AIOM, Linee Guida LUNGOVIVENTI; edizione 2018 



Lymphedema

 ULL is the abnormal accumulation of protein-rich fluid within the 

interstitial space of the ipsilateral upper limb 

 Upper limb lymphedema (ULL) is a common complication after radical 

mastectomy and or radiation of the axillary lymph nodes in patients with 

BC (30%–50%) “socio-economical problem”

 ULL can be considered

 Acute (within 18 months from surgery)

• transient

• reversible

• resolved through multiple decongestive approaches [i.g. manual 

lymph drainage (MLD) massage, compression bandage, and 

physical exercise]

 Chronic (after 18 months from surgery)

• more severe

• progressive pain

• swelling

• recurrent infection

• upper extremity dysfunction

• recalcitrant to the common effective decongestive

L. Zhang et al. Lymphatic Research and Biology 2016; vol. 14, n° 2 
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 Aim of this study: «evaluated MLD in combination with physical exercise, for the prevention of acute ULL in breast cancer 

patients after modified radical mastectomy, compared to physical exercise alone”

 Between May 2012 and October 2014, 1000 Chinese women were recruited into this randomized (1:1) clinical trial

BC patients scheduled for 
modified radical 

mastectomia

(n=1000)

Physical exercise alone 
(PE)

(n=500)

Physical exercise (PE) + 
Manual Lymph drainage

(MLD)

(n=500)



 Procedures details: 

 PE: 
1) within the first 7 days after surgery (before removal of the drainage tube): passive exercise

2) between removal of the drainage tube and the surgical sutures (at 7–30 days): active exercise on the affected upper limb

3) after removal of the surgical sutures, extensive active exercise involving the affected shoulder: 3 sessions/day, 15min/session. 

4) all patients continue the remedial exercise for 6 months after the surgery. 

 MLD: after suture removal and closure of the incision, the patients were trained to perform self-MLD 3 times/day (early morning, 

early afternoon, and evening) and for 30 min each session. Each session was further divided into 3 sequential steps (10min/step): 

1) to activate lymph vessels

2) to soften scar tissue

3) to stimulate lymphdrainage

 ULL was assessed for each patients by tapemeasuring:

 24 hours before surgery

 1, 3, 6 and 12 months afterward

 ULL evaluated parameters:
 Status of scar deformation

 Extent of lymphedema

 Maximum shoulder abduction

L. Zhang et al. Lymphatic Research and Biology 2016; vol. 14, n° 2 



L. Zhang et al. Lymphatic Research and Biology 2016; vol. 14, n° 2 



 At present, complete decongestive therapy (CDT) has been proposed as

standard care for lymphedema

 CDT is a multi-modality therapeutic program that comprises MLD, short-

stretch compression bandaging, lymphatic exercise, skin care, and 

sometimes intermittent pneumatic compression

 MLD is a light, hands-on technique. It differs from deep muscular or 

myofascial massage because it works on superficial lymphatic vessels

“the excess interstitial fluid drains into the blood system”

A “recent” study showed that MLD does not increase 

the risk of BC recurrence in patients with BC-related 

lymphedema

PC Hsiao et al. Ther Clinical Risk Manag 2015; 11:349-358 

L. Zhang et al. Lymphatic Research and Biology 2016; vol. 14, n° 2



Vasomotor symptoms/Hot flashes

 BC patients have a higher incidence of bothersome hot flashes and 

climacteric syndrome than other women

 Hot flashes are more severe and longer lasting in BC women than in 

healthy postmenopausal women

 Adjuvant therapy often aggravates hot flashes and sweating, 

interfering with activities and sleep and ultimately leading to poor

quality of life

 Because hormone replacement therapy is contraindicated for these

women, they have limited treatment options for menopausal

symptoms:

 antidepressant drugs (venlafaxina)

 self-care indications (i.e. increased fruit and vegetable intake, reduced 

caffeine and alcohol intake, and more regular exercise)

G. Lesi et al. JCO May 2016; vol. 34, n° 15 



 Acupuncture is one of the most frequently used complementary therapies

 Although several clinical trials have shown some effects of acupuncture on vasomotor symptoms in both healthy

women and women with BC, these results have been considered promising rather than conclusive in terms of 

efficacy

 In addition, there is a lack of systematic, well-conducted research investigating the effects of acupuncture treatment 

on hot flashes

G. Lesi et al. JCO May 2016; vol. 34, n° 15 



G. Lesi et al. JCO May 2016; vol. 34, n° 15 

 Multicenter, randomized (1:1), controlled trial
 From March 2010 to October 2013 190 patients were enrolled

Acupuncture As an Integrative Approach for the Treatment of Hot Flashes in Women With Breast
Cancer: A Prospective Multicenter Randomized Controlled Trial (AcCliMaT)

Eligible BC patients
(n=190)

Acupuncture + 

Enhanced self-care 

(n=105)

Enhanced self-care 

(n=85)

 Stratified randomization

(hormonal therapy)

 Slow accrual

 Main inclusion criteria:

 BC patients (age 18 to 65 years) intention to continue hormonal treatment throughout the study (for patients 

receiving this treatment)

 spontaneous or induced amenorrhea for at least 6 months

 mean n° ≥6 hot flashes and/or daily mean score of 15 or greater on the Greene Climacteric Scale (GCS) during the 

week before enrollment

 vasomotor syndromes for at least 6 weeks



 Procedures details (within 2 weeks of random assignment): 
 Enhanced self-care: (detailed information booklet) included details 

about hot flashes and cancer and recommendations on:

• diet

• physical exercise

• eventual psychological support

Follow for at least 12 weeks from random assignment

 Acupuncture: 10 traditional Chinese medicine (TCM) acupuncture 

sessions (20 min) 1 per week for 12 weeks.

• At the beginning of each acupuncture session, a TCM evaluation of 

the tongue and radial pulses was performed to identify the 

prevailing syndrome and consequently choose appropriate 

acupoints in addition to 3 common acupoints. 

• In some cases, supplementary points were punctured, but no more 

than 11 acupoints were used for each session

G. Lesi et al. JCO May 2016; vol. 34, n° 15 



G. Lesi et al. JCO May 2016; vol. 34, n° 15 

 Aim of this study: «to investigate the effectiveness of an integrative approach using acupuncture plus enhanced self-

care versus enhanced self-care alone for the management of hot flashes in women with breast cancer»

 Primary endpoint: daily mean hot flash score (HFS) assessed at week 12
 HFS was calculated by multiplying the mean number of daily hot flashes that occurred during the week before assessment by the 

mean daily severity (1, mild; 2, moderate; 3, severe)



 Hot Flash Score, Climateric Syndrome, and Quality of Life Outcomes at End of Treatment (week 12) and at 3- and 6-

Month Follow-Up Visits by Group

G. Lesi et al. JCO May 2016; vol. 34, n° 15 



“Il pensatore” – August Rodin



Grazie per 
l’attenzione

camilla.lisanti@cro.it


