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What is the optimal supportive care of
patients undergoing chemo-
radiotherapy (CRT) for head and neck
cancer (HNC)?

An AIOM-AIRO-AIOCC consensus

E. G. Russi, G. Numico,P. Bossi,V. Desanctis,MG Ghi, N.
Denaro, A. Mirabile, A. Gava, F. Moretto, C. Ripamoniti, M.
Buglione, M. Airoldi, B. Murphy, J.A. Langendijk, J.B.
Vermorken, J. Ruber-Durlacher. L. Licitra
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Chemo-radiation mortality
Non randomized trials

Trial Centre # Mortality
Argiris 2002 Chicago 324 9.3%
Nguyen 2004 Dallas 55 9,1%
Adelstein 2006 Cleveland 222 14%
Merlano 2008 Cuneo 155 6.4%




Toxic death

Brizel NEJM 1998 HFRT +/- cddp5FU 2%
Calais JNCI 1999 RT - cddpRT 1-2%
Adelstein JCO 2003 RT — RTcddp — RTcddp5fu 2-3%
Argiris CCR 2004 CTRT (5 trials) 5.5%
Adelstein JCO 2006 RT+cddp5FU 1%
Pfister JCO 2006 RT+cddp+cet 9%
Bonner 2006 RT +/- cet No toxic death
Givens ArchOto 2009 IMRT + CT 2-4%
Lefebvre JNCI 2009 Seq/alt RTcddp 3-6%

Toxic death = death resulting from treatment within 30 days of
treatment completion
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2) Riduzione tossicita tardive
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Fig 1. Cumulative incidences of competing causes of death in patients with
head and neck cancer. ACM, all-cause mortality, HNCSM, head and neck
cancer-specific mortality; NCM, noncancer mortality, SCM, second cancer
mortality.

Mell, Journal of Clinical Oncology 2010



Riduzione tossicita tardive

Long-Term Results of RTOG 91-11: A Comparison of Three
Nonsurgical Treatment Strategies to Preserve the Larynx in
Patients With Locally Advanced Larynx Cancer
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The protraction of RT reduces survival
Disease Free Curves by Gap Length (Glasgow)
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CT dosage and survival

Overall Survival Progression-Free Survival

1° Endpoint

- AFX-C + DDPx2 (303) — AFX-C + DDPx2 (303)
— SFX + DDPx3 (231) — SFX+ DDPx3 (231)

— SFX + DDPx2 (76) — SFX + DDPx2 (76)
Log-rank test

1 2 3 4 2 3 4
Years after Randomization Years after Randomization

Px3 1,0 1,0
Px2 1,17 1,31
Px1 1,52 1,56

Ang K, RTOG 0129, ASCO 2010
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Evaluating the Supportive Care Costs of Severe
Radiochemotherapy-Induced Mucositis and Pharyngitis

Results From a Northwestern Universily Costs of Cancer Program Pilot Study
With Head and Neck and Nonsmall Cell Lung Cancer Patients Who Received

Care at a Counly Hospital, a Veterans Administration Hospital,
or a Comprehensive Cancer Care Center

Nonzee N, Cancer 2008



Median Cost (Range), $

Patients With HNC, n=99 Patients With NSCLC, n=40
Incremental Incremental
Cost for Cost for
Without Patients With  Without Patients With
Mucositls/ With Mucesids/ Mucosithk/ Mucosits/ With Mucositis/ Mucosids/
Sources of Direat Pharyngitis, Pharyngitis, Pharyngitis, Pharyngth, Pharyngitis, Pharyngitis,
Medical Cost N=29 N=70 n=99 n=25 =15 n=40
Inpatient hospitalzation 00 (0-28,000) 21,000 (3850-42,000) 14 piXr 7000 (2800-19600) 18,200 (0-37,.800) 11,200
Tests and procedures 924 (651-2833) 3150 (847-10,19) 2% 375% (790-7022) 4536 (2623110220 ™0
Imaging po&rdm:s 3510 (2457-6746) 5602 (3382-13,616) 20* 10102 (4807-16031) 14,248 (843823974 4146
Clink visits 960 (660-1530) 1470 (845-1920) 510 13X (720-2880) 2280 (1200-3540) 950
Muaositis/pharyngitis-related medicationt 105 (14-299) 196 (77-432) 90 11 {0-134) 14 (0-205) 3
Labocatory diagnostic tests 463 (221-715) 553 (314-847) 90 517 (262971) 725 (451-1028 X8
Total 18512 (7312:390) 35756 (17.952-7112101 187 (1478762,108) 46,246 mwmmo
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Consensus-based standards for best supportive care in
clinical trials in advanced cancer
S Yousuf Zofar, David C Currow, Nathan Cherny, Florian Strasser, Robin Fowler, Amy P Abernethy

Best supportive care is poorly defined in clinical trials, and a standard framework for delivery of such care is needed,
using best available evidence and allowing replication of studies. We convened a panel of 36 expents to develop consensus
statements via the Delphi method. The first round included open-ended questions; subsequent rounds sought to develop
consensus-based standards. Consensus was assessed by use of a 5-point Likert agreement scale; more than 70% of
panellists had to give a score of 5 to meet a-priori levels of consensus. The panel identified four key domains of best
supportive care in clinical trials: multidisciplinary care; supportive care documentation; symptom assessment; and
symptom management. Consensus was reached on 11 statements within these four domains. For example, 24 (96%)
panellists recommended that the intervals between symptom assessments should be identical for control and experimental
groups. Availability of resources was cited as a challenge to implementation of best supportive care standards.

Lancet Oncology 2012

Lancet Oncol 2012; 13: 77-82

Durham. NC USA (SY Zatar MD.
R Fowler MDiv.

A P Abesnethy M D): Discipline
of Palllative and Supportive
Services. Finders Unbversity,
Bedford Park, SA Australia
(Pyot D C Cumow BMed),
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Transferring the question to radio-chemotherapyin
Head and Neck cancer....

ARM A: Radiation Therapy plus |
Chemo alfa g
/ +BEST SUPPORTIVE CARE IF BEST SUPPORTIVE CARE IS
Randomesation NOT HOMOGENEOUS, WELL
\ ARM B: Radiation Therapyplus | DEFINED AND DOCUMENTED
Chemo beta P
+ BEST SUPPORTIVE CARE /

NOT REPRODUCIBLE
RESULTS



Quale terapia di supporto?

Consensus conference on supportive care
iINn concurrent chemo-radiation of head and neck cancers




Consensus conference on supportive care
iNn concurrent chemo-radiation of head and neck cancers

Sviluppata da piu di 40 esperti con approccio
multidisciplinare (AIOM, AIRO, AIOCC)

Utilizzata metodologia ASCO:
a) revisione sistematica letteratura

b) costruzione consenso con metodo di
Delphi (3 rounds)

C) revisione esterna e approvazione
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Consensus conference on supportive care
IN concurrent chemo-radiation of head and neck cancers
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TOPICS
1. MUCOSITE (V. Desanctis)
2. DISFAGIA (N. Denaro)
3. TOSSICITA’ EMATOLOGICA (M.G. GHI)
4. INFEZIONI (A. Mirabile)
5. NUTRIZIONE/IDRATAZIONE (A. Gava)
6. DOLORE (C. Ripamonti)
7. TOSSICITA’ CUTANEA (F. Moretto)
8. PROBLEMATICHE DENTARIE (M. Buglione)

Consensus conference on supportive care
IN concurrent chemo-radiation of head and neck cancers




Take-home messages
dal consenso ottenuto



Considera le tossicita non
singolarmente ma come un unicum
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Valuta tossicita con i PRO

Annals of Internal Medicine | ArTics
Brief Communication: Better Ways To Question Patients about Adverse

Medical Events
S s o o
Paphen Bent, MD: Ay Padule. M5 aof Aadhow L Avin. MD. M

Using Patient-Reported Outcomes in Clinical
Practice: A Promising Approach?

Coars 7. Sowoor. Jobws Hopins Schodl of Meaone, Joons Hapkns Bbomberg Sohod of Fubic Maart Sanay Kimmed
Corpronecswo Canoer Corder 3t Jobes Hgpr. Ratemosp, MO
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Adverse Events: The More You Search, the More You Find
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Adverse Effects? A Comparison With Patient-Reported

Symptoms From the Quality-of-Life Questionnaire C30
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Mucosite

- ldentifica il paziente a rischio

Item Phase Description Whom isitin
s charge of?
Mucositis 2. Pretreatment | Mainclinical factors linked to possibleincreased risk are: Ongcology.
poororal hygiene, Physician
periodontal disease, Nurse
sharp/rough irritating dental surfaces, Dentist

persistenttobacco or alcohol use,

xerostomia,

lowbody mass index (BMI < 18.5),

unintentional weight loss before therapy |

(i.e. >5% weight loss over prior 1 month or > 109 in the last 6 months)
UBMROSVPPRIESSI0N

(due to comorbidities orto the use of immunosuppressive drugs)
femalesex

— Oral care make the difference

Itis recommended that a qualified oral health care team be integrated ina
multidisciplinary approach on the basis of well-defined protocols from the pre-
treatments, treatment and the follow-up.

Item Phase Description Whom is itin
CRepes _ » charge of?
Mucositis 4, Pre treatment Oral care has been often recommended to reduce the incidence and severity of Ongcology
oral mucositis. Physician
The control of the pre-existing periodontal and dental diseaseand a pre- Nurse
treatment professional dental cleaning may allow a better control of oral Dentist
mucositis. Patent




Item Phase Description Whom is itin
Eoapte charge of?
Swallowing 1. Pre-therapy / Itis suggested that a2 patient-rated scale evaluating subjectivedysphagia and its Oncology
Dysfunction Therapy / impacton Qgl be administered to all patients, before treatment starts, at the time | Physician-
follow-up treatment ends and regularly during follow up. M.D. Anderson Dysphagia Nurse
inventory (MDADI) should be preferred because is more specific and much
shorterthan other commonly used scales (e.g. EORTC(QLQ H&N35). FACT-H&N,
EAT-10,SWAL-QOL)
Swallowing 2 Pre-treatment All patients need to be clinically evaluated in order to search for signs and Oncology
Dysfunction symptoms thatherald dysphagia and/or inhalation and /or aspiration (e.g. Physician-
“"Murphy’s trigger symptoms”, 3-ounce water swallow test, recent history of Nurse
recurrent pneumonia etc.) at baseline, during and after treatment.
Item Phase Description Whom is itin
e Chapler charge of?
Swallowing 11. | Therapy Patients may benefit from strategies aimed at the prevention of swallowing Oncology
Dysfunction dysfunction after curative CH-RT such as preventative swallowingexercises Physician-
duringtreatment. Swallowing exercises shouldbe prescribed and supervisedby a | Nurse-
swallowing expert; Swallowing
Two types of exercises can be suggested for patients with dysphagia. both of Expert
which at the beginning, during and after treatment: indirect (e.g. exercises to
strengthen swallowingmuscles) and direct(e.g. exercises to be performed while
swallowing):
Swallowing 12. | Therapy If enteral nutrition is adopted, patients should be encouraged to continue to Oncology
Dysfunction swallow and to wean from artificial nutrition as quickly and safely as is feasible, Physician-
regardless of the method (e.g. nasegastyic tube, percutaneous gasixostomy. and Nurse-
parenteral nutrition): Swallowing
Expert-

Nutritionist




Infezioni

— Ricerca la SIRS, valuta l'infezione e tratta presto

Semptic 5. The Systemic Inflammatory Response Syndrome (SIRS) is defined as a clinical Oncology
syndrome condition inwhich at least two or more of the followingcriteriaoccur: Physician-
* Leucocytes>12.000/mmg or < 4.000/mme Nurse

e T2C=38.3"Cor<36°C
- Hﬁn rate > 90/min
* Respiratory rate > 20/min or PaCO2 < 32 mmHg

— Usa antibiotici ad ampio spettro

Item Phase Description Whom is itin
Chapter _ charge of?
Semptic 16. Forsuspected or confirmed sepsis (SIRS+infection) empiric antibiotic therapy oncology
syndrome should be start consideringboth anti Gram+ and anti Gram-. It should be attempt | physician-
to provide antimicrobial activity againstthe most likely pathogens based upon nurse-
the potential source of infection searched on the basis of each HNCP's presenting | infectious
illness. diseases
specialist
Semptic 18. Consideringthe very high rate of infection sustained by multi- and pan- resistant | oncology
syndrome microorganisms in HNCPs as well as in the general population, when local guide physician -
lines are not available, itis suggested the treatment with broad spectrum, potent | nurse-
antibiotics activeagainstenterobacteriaceae and meticyvllin resistant infectious
Staphilecoccus aureys be started. diseases
specialist
Semptic 10. In the presence of sepsis following an oral cavity infection, the freattmen might oncology
syndrome considerthe introduction of an antifungal agent associated with an anti-GRAM+ physician-
antibiotic. nurse -




Infezioni

— Cosa fare in caso di sepsi + insufficienza d’organo

Semptic 23. In case of severe sepsis (sepsis + organ failure) supportive therapy using the Oncology
syndrome “Early Goal Directed Therapy" (EGDT) scheme should be applied as soon as Physician-
possible: oxygen administration, hydration with crystalloids, and targeting a Svo2 | Nurse-
of 70% Intensive-
care
physician
Semptic 24. The patient should be rapidly referred to an intensive care unit (ICU): when the Oncology
syndrome endpoints of EGDT cannot be reached (02 sat > 90% or Pa02>60 mmHg PA>90 | Physician-
mmHgorLactic acids4 mmel/1: blood glucoselevels<180 mg/dL: Nurse -
haematocrit>30%) or the organ failures do not reverse through usual supportive | Intensive-
measures, care

physician




Dermatite

- Iglene preventiva e cruciale

Dermatitis Treatment Preventive Hygienicrecommendations: Oncology

e Washingwith lukewarm water and a mild soap (pH-neutral or non alkaline Physician-
soap) can be used as routine care for all patients receiving radiation therapy. Nurse-

e Shavingwith a sharp, throwaway multiblade wet razor or with non- Patient
traumatizing electric razor.

e Avoidtapes and adhesives.

¢ Amoisturizingcream based onurea or anionic polar phospholipoidis advised

e Itisnotadvisableto use cream or other skin products from 1 to 4 hours
beforetreatment to avoid a "build-up” effect.

e Trolamine, Calendula Cream, Aloe Vera are not recommended either in
prophylaxis orinthe treatment of skin toxicity.

—> Limita steroidi e usa medicazioni
Dermatitis 6. Treatment Topical steroidal agents OncologyPhy

e Theuse of corticosteroid creams foritching or irritation should be limited. sician-Nurse
because they can cause thinning of the skin and bacterial infections.

e Theuse of corticosteroid creams inthe prevention of skin reactions should be

. N . limited because they can causethinning of the skin and bacterial infections. _
Dermatitis 7 Treatment Dressingand advanced medications Oncology

e Eventhough there is an insufficientevidenceto support a recommendation Physician-

forusingdressings oradvanced medications, they can be used to protect Nurse

irradiated skin from trauma or, inthe case of wet desquamation, inorder to
control pain, bleeding, and exudates.

Protection of ulcerated parts can be made with hydrocolloid films after
cleaning the skin. The ultrathin films can be maintained during radiation. This
dressingshould be removed when it is saturated with exudate.

Hydrofibers, calcium alginate dressing, and polyurethane or silicone foams
could be used when exudate is very abundant. No evidence exists to support
one product against another.

When crusts or crustous exudation are present, the debridement of crusts
may help to reduce the risk for superinfection and bleeding and may help with

e o ————




Febrile peutropenia patients during CRT should be always considered at high risk

toxicity g;n;:: nt for complications. Accordingto all the various identified risk factors, febrile
neutropenic HNCpatients should be considered at high risk for complications
requiring hospitalization and prompt start of antibiotic intravenous therapy.
Phaselll trialsin HNC should be directed to identify a possible subgroup of
patients at lower risk for complications or death.

Hematological Heatoaat Primary prophylactic G-CSF is not routinely indicated during TPF induction

toxicity chemotherapy nor in patients undergoing CRT. The addition of antimicrobial
therapy to prophylactic G-CSF is not indicated in afebrile neutropenic patients.

Hematological Treatment The use of G-CSF during concurrent CRT should be avoided as it may adversely

toxicity affectoutcome.

Hematological Treatment Treatment with G-CSF as adjunct to antibiotic therapy in FN patients should not

toxicity beused routinely. Therapeutic use of G-CSF could be considered inlife-
threatening cases (severe sepsis and septic shock) at the clinician’s discretion.

Hematological Treatment There are conflicting results of possible detrimental effects of Erythropoiesis

toxicity Stimulating Agents (ESA) use during curative radiation therapy of HNC.
Accordingto NCCN, EORTC and ASCO guidelines, red blood cell transfusions
should be preferably used.

Hematological Treatment Thereis not a defined cut-off hemoglobin level for transfusion during CRT;

toxicity

however, RBCTs are suggested with an haemoglobinlevel < © g/dL.




Pain

Pain

Treatment

Treatment

Treatment of painful mucositis may benefitfrom topical and systemic drugs.
However, the use of an opioid-based systemic pain control program is almost
always necessary for pain relief.

Aggressivemeasures to prevent and treat opioid-induced side effects is
critical in order to optimize patient compliancewith pain regimens.

Systemic drugs:

The WHO analgesicladder describes various levels of systemic therapy for
useinpain management. It is not necessary to step up the ladder, instead, the
level of systemic therapy utilized should match the level of pain experienced
by the patient

Patients often experience difficulty with swallowingduringand after surgery
orradiation-based treatments. Under these circumstances. transdermal
fentanyl can provide consistent and effective pain relief.

An effective pain regimen shouldinclude a fixed and breakthrough
medicationwith an appropriate doseand schedule for each
Odynophagiashould be considered breakthrough pain to be treated with
appropriate breakthrough medication dosing. Preventive administrations of
breakthrough pain medication a halfhour before eating may improve
swallow function.

Iransmucosal intranasal route administration of fentanyl is a rationale
approach to odynophagiatreatment.

Oncology
Physician

Oncology
Physician

Pain

Treatment

Topical coating agents may reduce local mucosal sensitivity,

Topical anaesthetics (e.g. Lidocaine 2%) alone or as mixture mouthwashes
may be effective but with a short duration of effect (15-30 min).

Topical morphineis effective for relieving pain with extended duration (4-6
hours) and it is probably more effective than topical lidocaine.

Topical fentanyl prepared as lozenges is not effective and its use should be
avoided.

Topical capsaicin may desensitize pts priorto the onset of mucositis butitis
poorly tolerated and has no place in clinical practice.

Evenifmouthwashes of doxepin (fricyclic antidepressant) 0.5% have shown
to reduce pain for4 hours or longer, there is no wide application inclinical
practice, because no confirmation trials have been published yet.

Oncology
Physician-
Nurse




Nutrition

Pre-treatment -

e Avalidated nutrition screening tool should be used for identifying Oncology
Treatment malnutrition risk in cancer patients (NRS-2002, MNA, MST,MUST). Physician -
e Nutrition assessmentshould be based on clinical anthropometric and Nurse -
biochemical parameters. Moderate-severe malnutrition is defined as the Nutritionist
presence of unintentional weight lossi.e. 59 weightloss overprior 1 month
or> 109 in over 6 months.
e Patient-Generated Subjective Global Assessment (PG-SGA) is also
recommended to be used.
Nutrition Treatment Prophylactic tube feeding should be considered before starting any treatment in: Oncology
o patients with severe weight loss priorto treatment. i.e. 5% weight loss over | Physician-
prior1 month, or 1096 weight loss over 6 months; Nutritionist
e patients with ongoing dehydration or dysphagia, anorexia, or pain
interfering with the ability to eat/drink adequately that gan not be corrected
with short-term intervention:
e patients with significantcomorbidities that may be aggravated by poor
tolerance of dehydration, lack of caloricintake; including oral /dental disease
e patients with documented aspiration;
e patients for whom long-term swallowingdisorders are likely (seefor
suggestions the total score proposed e.g, by Langendijk et al.)

Mutition Trpptavent o Optimal method of tube feeding (nasogastric versus prophylacticornon Oncology
prophylactic gastrostomy) remains unclear; however, iftube feeding is Physician-
planned for more than 30 days, gastrostomy is indicated. Nurse -

¢ Theparenteral nutrition should be used only if the bowel is not workingor | Nutritionist

there are serious contraindications to the placement of a device for gnteral
nutrition.




[ Dental problems -

Ostoradionecrosis
(ORN)

Dental problems -
(ORN)

.| Pre-treatment /

prevention

.| Followup

Itis recommended that patients undergo a dental examination, includinga full
periodontal evaluation and documentation.. Any required treatmentincluding
extraction of diseased teeth and periodontal management should be completed
before the start of radiotherapy. Preradiation dental extraction should be limited
to high radiation dose sites of bone, and in an individual with dental conditions
including periodontal disease that increases the risk of necrosis. The need for
extraction should take patient compliance into account, stage of the tumour, time
needed for dental care. Before starting radiotherapy, panoramic X-ray
examination and any supplementary intraoral X-ray examination necessary
should be completed as part of the comprehensive dental evaluation.

After radiotherapy, dental caries riskisincreased. This can be prevented by
practisinggood oral hygiene and daily application of a neutral preparation of
1.0% sodium fluoride gel by means of custom-made fluoride carriers, In addition
daily fluoride applications should beconsidered in high risk patients after
radiotherapy. Preventive protocols mustbe bontinued on z lifelongbasis (if
hyposalivation persists). Thereis evidence suggesting that conventional glass
ionomer restorations perform more poorly than resin- modified glass jonomer,
composite resin, and amalgam restorations in patients who have been treated
with radiotherapy.

Oncology
Physician-
Nurse -
Dentist-
Patient

Dentist-
Patient

Dental problems -

(ORN)

.| Followup

After radiotherapy, the risk of periodontal attachment loss isincreased. This may
be due to direct effects from radiation and/or alterations in the oral environment,
including oral microbial shifts and dietary changes. Regular dental checkups
geared to a patient’s individual needs are necessary. Assessmentofthe
periodontal condition and the level of oral hygiene should be part of these
evaluations. Regular professional may be indicated.. Any evidence of progressive
periodontal disease should be treated rigorously as soon as possible.

Dentist-
Patient

Dental problems -

Ostoradionecrosis
(ORN)

.| Followup

Following post-radiotherapy extractions, improved healing of extraction sites
depends on an aiyawnatic surgical technique and may be enhanced by measures
used in treatment of ORN, such as the administration of Hyperbaric Oxygen.
Other measures may be helpful, includingthe ysed of pentoxfyling and VitaminE.

Oncology
Physician -
Dentist




—> COSTRUZIONE DI UN ALGORITMO PER IL
GRUPPO MULTIDISCIPLINARE: check list della
terapia di supporto in CTRT

—> TRADUZIONE DEGLI STATEMENTS E
PUBBLICAZIONE SUL SITO SOCIETA’ SCIENTIFICHE

- AGGIORNAMENTO PERIODICO

Grazie!
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