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Background

This clinical practice guideline is developed in collaboration between the Danish Multidisciplinary Cancer
Groups (DMCG.dk) and the Danish Clinical Registries (RKKP). The development is part of an intensified
guideline effort launched in relation to the National Cancer Plan IV. The aim is to support high quality cancer
care across the Danish healthcare system. The guideline content is approved by the disease-specific
Multidisciplinary Cancer Group, whereas the format is approved by the Center for Clinical Practice Guidelines |
Cancer. Further information about clinical practice guidelines concerning cancer treatment in Denmark can be
found here: www.dmcg.dk/kliniske-retningslinjer

The target users of this guideline are health care professionals working in the Danish healthcare system. The
guideline consists of systematically prepared statements that can be used as a decision-making support tool
by healthcare professionals and patients, when deciding on appropriate and correct care in a specific clinical
situation.

Clinical practice guidelines concerning Danish cancer care is characterized as professional advice. The
guidelines are not legally binding and professional judgment in the specific clinical context will always
determine what the appropriate and correct medical care is. Adherence to the guideline recommendations is
no guarantee for a successful outcome and sometimes care corresponding to a lower level of evidence will be
preferred due to the individual patient's situation.

The clinical practice guideline contains central recommendations (chapter 1) and a description of the scientific
evidence (chapters 3+4). Recommendations marked A are the strongest, whereas recommendations marked
D are the weakest. For further information on strength of evidence see the "Oxford Centre for Evidence-Based
Medicine Levels of Evidence and Grades of Recommendations”, https://www.cebm.net/2009/06/oxford-centre-
evidence-based-medicine-levels-evidence-march-2009/. Information on the target population (chapter 2) and
the method of development (chapter 5) is also included in the guideline. Please see the table of contents for
page reference.

Information on the national integrated cancer pathways — descriptions of the patient journey through the
healthcare system — can be accessed at the Danish Health Authority website: https://www.sst.dk/

Development of this clinical practice guideline has been funded by The Danish Health Authority (National
Cancer Plan V) and the Danish Clinical Registries (RKKP).

English version 2.3 2


http://www.dmcg.dk/kliniske-retningslinjer
https://www.cebm.net/2009/06/oxford-centre-evidence-based-medicine-levels-evidence-march-2009/
https://www.cebm.net/2009/06/oxford-centre-evidence-based-medicine-levels-evidence-march-2009/
https://www.sst.dk/

Clinical Practice Guideline | Cancer DAHANCA

1. Anbefalinger - DA (Quick Guide)

Indikation

Indikationen for konkomitant kemoradioterapi med cisplatin er udstukket af den
Danske Hoved-Hals Cancer Gruppe, DAHANCA, og beskrevet i de kliniske
retningslinjer publiceret pA www.dahanca.oncology.dk.

Indikationerne omfatter nasopharynxcancer, lokal-avanceret planocellulzert
karcinom i mundhule, oropharynx, hypopharynx og larynx samt ved
primarbehandling af patienter med ukendt primaertumor og halsmetastaser (A).

Tilsvarende, men med lavere evidensstyrke (B) gives cisplatin ved planocellulaer
sinonasal cancer med stor tumorbyrde og ved postoperativ stralebehandling ved
tumorer med hej risiko for tilbagefald (ikke radikal operation) eller gennemvaekst af
lymfeknude) (B).

Behandling

1.

Konkomitant cisplatin 40 mg/m2 ber gives 5 eller 6 gange med en uges mellemrum
under stralebehandling pa de af DAHANCA givne indikationer
(www.dahanca.oncology.dk) (B)

Forste behandling ber gives pa ferste stralebehandlingsdag, men kan gives
indenfor den forste uge. Behandling kan gives ambulant, 3-4 timer for
stralebehandling (C).

Understottende behandling

3.

Hydrering med intravenes isotonisk saltvand skal gives for og efter
cisplatininfusion (se skema A, appendix) (A).

Intravenes mannitol kan gives for cisplatininfusion mhp. beskyttelse af nyrerne (se
skema A, appendix) (B).

Magnesium skal gives i forbindelse med cisplatininfusion (se skema A, appendix)
(A).

Forebyggende kvalmebehandling ber gives i hht. lokale retningslinjer, gerne i
overensstemmelse med MASCC anbefalingerne (A).
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Screening for behandling

7. Audiometri bor foretages for forste cisplatinbehandling og ber gentages ved
tinnitus eller horetab (B).

8. Npyrefunktionen skal undersoges for forste cisplatinbehandling, enten ved at male
glomeruler filtrationshastighed (GFR) med 51Cr-EDTA eller tilsvarende tracer
(f.eks. Technetium-99m DTPA) eller ved at beregne estimeret GFR (eGFR) ud fra
kreatinin (A).

9. For hver cisplatinbehandling skal blodprever undersoeges for
knoglemarvssuppression, elektrolytforstyrrelser (Na+, K+, Mg++) og nyrefunktion
(A).

Kontraindikationer
10. Cisplatin ber ikke gives til folgende patienter:

Patienter med nedsat nyrefunktion (GFR < 50 ml/min) eller nyresygdom (A).
Knoglemarvsinsufficiens (B).

o
e
o Kvinder gravide i forste trimester (B).
e

Patienter, der af laegen vurderes uegnede, f.eks. grundet almentilstand (B).

11. Cisplatin skal overvejes neje hos:

o Patienter med moderat til svaer horenedsattelse (B).

o Patienter med moderat til svaer neuropati (B).
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Recommendations - ENG (Quick Guide)

Indications

Indications for cisplatin concomitantly with raditherapy are defined by the
Danish Head and Neck Cancer Group, DAHANCA, and described in clinical
guidelines published at www.dahanca.oncology.dk.

¢ Indications include nasopharyngeal cancer, locally advanced squamous cell

carcinoma of the oral cavity, oropharynx, hypopharynx, and larynx, as well as for
primary treatment of carcinoma of unkown origin with neck node metastases (A).

o Likewise, but with a lower level of evidence (B), cisplatin is indicated in

squamous cell sinonasal cancer with extensive tumor burden and in
postoperative settings with high risk of recurrent disease (incomplete tumor
resection) or with extranodal extension.

Treatment

1.

Concomitant cisplatin 40 mg/m2 should be given weekly for 5 or 6 cycles during
radiation treatment as described by DAHANCA (www.dahanca.oncology.dk) (B).

The first cycle should be given on the first day of radiotherapy, but may be given
within the first week of treatment. Cisplatin may be given as outpatient treatment
when possible, and 3-4 hours prior to radiotherapy (C).

Supportive treatment

3.

Intravenous isotonic saline must be administered before and after cisplatin
treatment (see Chart A, appendix) (A).

Intravenous mannitol may be administered prior to cisplatin infusion adding to the
renal protective effect (see Chart A, appendix) (B).

Magnesium must be administered during cisplatin treatment to reduce the risk of
hypomagnesemia (see Chart A, appendix) (A).

Prophylactic anti-emetics should be given according to local guidelines, preferably
in accordance with MASCC recommendations (A).
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Screening prior to treatment

7.

Audiometry should be performed prior to the first cisplatin treatment and should
be repeated if the patient experiences either tinnitus or hearing loss (B).

Renal function must be assessed prior to the first cisplatin treatment, either by
measuring glomerular filtration rate (GFR) using 51Cr-EDTA or equivalent
radioactive tracers (such as Technetium-99m DTPA) or by using the estimated GFR
from blood samples (A).

Before each cisplatin treatment, blood samples must be drawn and assessed for
bone marrow suppression, electrolyte imbalance (i.e. Na+, K+, Mg++), and renal
function (A).

Contraindications

10.

11.

Cisplatin should not be administered to the following patients:

o Patients with reduced renal function (e.g. measured by an estimated by eGFR <
50 ml/min) or pre-existing renal disease (A).

o Insufficient bone marrow function (B).

o Women pregnant in the first trimester (B)

o Patients deemed unfit by the physician, e.g. poor performance status (B).

Cisplatin should be considered carefully in:

o Patients with moderate to severe hearing impairment (B).

o Patients with moderate to severe neuropathy (B).
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2. Introduction

Head and neck cancer is the seventh most common cancer worldwide with more than 800.000 new cases
each year and more than 400.000 deaths (1). In Denmark, approximately 1,300 patients are diagnosed with
head and neck cancer each year (Danish Head and Neck Cancer Group, DAHANCA 2018 annual report).
Head and neck cancer comprises a diverse group of tumors which primarily arise in the epithelial lining of the
nasal and oral cavities, pharynx, and larynx. The majority (>90%) is head and neck squamous cell carcinomas
(HNSCC). Primary treatment is either surgery and/or radiotherapy, and in case of large tumor burden or nodal
disease, concomitant chemotherapy may be added.

Following treatment, patients often suffer from short and long-term side effects which may cause severe
morbidity and reduce quality of life (2, 3). Hence, ensuring the right treatment for the right patient is essential.

Objective

The overall objective of this guideline is to support high quality cancer care across the Danish healthcare
system.

The specific objective is to ensure patients with locoregionally advanced head and neck squamous cell
carcinoma the optimal treatment appropriate for each individual.

Target population

This guideline is intended to provide information about concomitant cisplatin treatment for patients with
locoregionally advanced head and neck squamous cell carcinoma who are candidates for radiation treatment
with curative intent, thus, this guideline is not intended for patients with distant metastatic disease.

Target User

This guideline is developed to support clinical decision-making and quality improvement. Thus, the target
users are healthcare professionals working in Danish cancer care, primarily physicians and nurses working
with head and neck cancer.
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3. Scientific evidence

Indications

e Indications for cisplatin concomitantly with radiotherapy are defined by the
Danish Head and Neck Cancer Group, DAHANCA, and described in clinical
guidelines published at www.dahanca.oncology.dk.

e Indications include nasopharyngeal cancer, locally advanced squamous cell
carcinoma of the oral cavity, oropharynx, hypopharynx, and larynx, as well as for

primary treatment of carcinoma of unkown origin with neck node metastases (A).

e Likewise, but with a lower level of evidence (B), cisplatin is indicated in
squamous cell sinonasal cancer with extensive tumor burden and in
postoperative settings with high risk of recurrent disease (incomplete tumor

resection) or with extranodal extension.

Literature review and evidence description

HNSCC of the oral cavity, oropharynx, hypopharynx, and larynx

Multiple randomized trials have established the benefits of a multimodality approach adding chemotherapy to
definitive radiotherapy in the treatment of locoregionally advanced head and neck squamous cell carcinoma
(HNSCC).

The updated Meta-Analysis of Chemotherapy in Head and Neck Cancer (MACH-NC) was published in 2009.
This analysis included 16,485 patients (in 87 trials) with squamous cell carcinoma of the head and neck
(HNSCQC) in the oral cavity, oropharynx, hypopharynx, and larynx and compared definitive locoregional therapy
alone (surgery and/or RT) to definitive locoregional therapy in combination with chemotherapy (induction,
concurrent, or adjuvant). The vast majority of patients were stage IlI-IV, thus with locoregionally advanced
disease either due to large primary tumor (3/4) or nodal disease (N1+). It should be noted that these trials
were conducted prior to the HPV era and thus, data do not differentiate between patients with HPV-positive
versus negative tumors (or p16 positive versus negative). However, a subsequent study showed inferior
results from radiation with cetuximab compared to radiation and cisplatin (4) [1b]. In the meta-analysis, fifty
trials compared radiotherapy to concomitant chemoradiotherapy confirming an absolute survival benefit of
6.5% at 5 years (27.2% to 33.7%) (hazard ratio [HR] 0.81, 95% CI 0.78-0.86) (5) [1a].

The benefit of concomitant chemotherapy was due to its effect on deaths related to head and neck cancer (HR
0.78 [0.73-0.84], p<0.0001) with an absolute difference of 8.6% at 5 years (from 38% to 46.6%) and with no
effect on non-cancer deaths (5) [1a].
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The meta-analysis showed no significant benefit for induction chemotherapy versus radiotherapy alone [1a],
but secondary analyses suggested that concurrent chemoradiotherapy was more effective at preventing
locoregional failure, while induction chemotherapy provided a relatively more pronounced effect on distant
metastases (9) [2a/b].

No statistically significant differences were observed with different radiotherapy schedules (conventional or
altered fractionation). The effect of different combinations of chemotherapy, cisplatin alone, platin + 5-FU, or
other combinations did not differ significantly, but monotherapy with any other drug than cisplatin led to inferior
benefits and cannot be recommended as standard practice (5) [1a].

As with most clinical trials, patients included were primarily younger patients (below the age of 70) and in
Eastern Cooperative Oncology Group (ECOG) performance status 0-1. The analysis of overall survival
showed a significant decrease in effect of concomitant chemotherapy with increasing patient age, and no
benefit was observed in those over the age of 70. The reason for this is unknown, but several factors may be
considered, including older patients are more likely to die from other causes, thereby diluting any observed
difference in overall survival from combined treatment, but also the relatively low number of older patients in
the studies weakens the statistical power (5).The MACH-NC update could not discern any significant variation
of chemotherapy effect according to patient characteristics for event-free survival.

Recently, a retrospective study has shown that neither overall survival, progression-free survival, local control
rate, nor distant metastasis-free survival differed between the age-groups, the oldest age-group being 275
years. Furthermore, the rate of acute toxicities was not higher for older patients, but is was shown that
performance status 2-3 was associated with impaired overall survival rates (6). Therefore, the
recommendation is that even in advanced age, treatment decisions should be made according to the general
health condition and comorbidity, rather than calendar age alone [2a].

The magnitude of benefit according to tumor site was not evaluated in the MACH-NC analysis, but a
subsequent MACH-NC analysis showed that overall survival benefit of chemotherapy was consistent across all
tumor locations (oral cavity, oropharynx, hypopharynx, and larynx) (7) [1a]. The 5-year absolute benefit was
8.9%, 8.1%, 5,4%, and 4% for tumors in the oral cavity, oropharynx, larynx, and hypopharynx, respectively. It
is noteworthy that the benefit was higher for concomitant chemotherapy for all tumor sites, but not significant in
oral cavity and larynx cancer which may be a result of lack of power (7).

Nasopharyngeal cancer (NPC)

Concomitant chemoradiotherapy for all stages of nasopharyngeal cancer (NPC) has been a standard
treatment in Denmark since 2003 (as described in the DAHANCA-14 protocol, https://www.dahanca-
oncology.dk). The Scandinavian Society for Head and Neck Oncology (www.sshno.org) aims to unify
treatment protocols throughout the Nordic countries (Denmark, Sweden, Norway, Finland, and Iceland). A
recent review of management and survival outcomes of NPC in these countries shows that the treatment
varies between the academic centres in the region regarding radiotherapy technique, chemotherapy regimen,
and the use of hypoxic modifiers (8).
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An update by the Meta-Analysis of Chemotherapy in Nasopharynx (MAC-NPC) group has confirmed that
adding concomitant chemotherapy to radiotherapy improves overall survival in stage II-IV NPC patients by 6%
at 5 years. Also, progression-free survival, locoregional control, distant control, as well as cancer-related
mortality improved (9) [1a]. Older patients were underrepresented in this meta-analysis; therefore, a recent
review has been performed to evaluate the effect of chemoradiotherapy in older adults (majority above 70
years of age) with NPC. They found that chemoradiotherapy was independently associated with improved
overall survival in NPC patients 2 70 years old (10) [2Db].

Carcinoma of Unknown Primary of the Head and Neck (CUP)

No randomized studies have investigated the effect of concomitant chemoradiotherapy for CUP, and treatment
differs between centers (11). However, solid evidence exists regarding the beneficial effects of chemotherapy
concomitant with radiotherapy as primary treatment for head and neck squamous cell carcinomas with known
primary tumor (5, 7) (see section “Head and neck squamous cell carcinoma of the oral cavity, oropharynx,
hypopharynx, and larynx” above). Furthermore, chemotherapy concomitant with postoperative radiotherapy
has shown survival benefits for patients with high risk of recurrence, i.e. in case of positive margins (R1
resection) or ENE (12-14); thus, an equivalent positive effect in CUP is plausible.

Postoperative concomitant chemoradiotherapy

The first meta-analysis evaluating the use of postoperative concomitant chemoradiotherapy versus
radiotherapy for stage IlI/IV (7t TNM) HNSCC showed improved overall survival and progression-free survival
in favor of concomitant chemoradiotherapy, but also more frequent and severe mucosal toxicity (14, 15) [1a].
Comparative analyses revealed that the effect was primarily seen in patients with extra nodal extension (ENE)
and/or microscopically involved surgical margins (16) (C/4). Data has been confirmed in an updated meta-
analysis (17) [1a]. A 10-year follow up study (of the two largest RCTs in the field showed no significant
differences in outcome. However, subgroup analysis of patients who had either microscopically involved
resection margins (R1) and/or extracapsular spread of disease (i.e. ENE) showed improved locoregional
control and disease-free survival with concurrent administration of chemotherapy. However, as the trial was
not designed to address this specific question this observation must be viewed as exploratory and hypothesis-
generating rather than as proof of evidence (12, 18) [2b].

Patient values and preferences

No literature on patient values and preferences were found. The effect of adding cisplatin to radiation
treatment in head and neck cancer must be weighed against likely side effects. Thus, shared decision making
is essential in these situations.

Rationale

Curative treatment for head and neck squamous cell carcinoma includes surgery and/or radiotherapy, but for
locally advanced tumors, a multimodality approach may be required. Pursuing improved survival outcomes,
different regimes of chemotherapy have been added to definitive radiation treatment over time. Due to
considerable heterogeneity of clinical studies, definitive results have been difficult to draw. This relates to
factors such as in timing (induction, concomitant, or adjuvant; type of drug(s)), type of systemic treatment
(chemotherapy or epidermal growth factor receptor (EGFR) inhibitors); monochemotherapy or different
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combinations, as well as differences in dose schedules (low/high, weekly/triweekly); However, due to well-
conducted international meta-analyses and national clinical trials by the DAHANCA group, the present
guidelines may claim significant validity.

Based on the results of the DAHANCA 5, 6, 7, and 9 trials, different radiotherapy regimes (i.e. conventional,
accelerated normofractionated, or hyperfractionated) are recommended for different patients depending on
tumor site, extent of disease, but also depending on performance status and general health of the patient (see
www.dahanca.oncology.dk for guidelines per tumor site) (2, 19-22).

Based on the trials and literature review, concomitant chemoradiotherapy should be used for fit patients
receiving either accelerated normofractionated radiotherapy (i.e. 66-68 Gy, 2 Gy per fraction, 6 fractions per
week for 5% weeks) or postoperative conventional normofractionated radiotherapy (i.e. 60-66 Gy, 2 Gy per
fraction, 5 fractions per week for 6-672 weeks) [1a].

However, concomitant chemotherapy could also be added to accelerated hyperfractionated radiotherapy (i.e.
76 Gy, 56 fractions, 10 fractions per week for 5% week). The hyperfractionated radiotherapy regime is known
to be an effective treatment yielding superior control and survival rates compared to other regimes (19, 23, 24).
In the DAHANCA 28a trial, concomitant weekly cisplatin and nimorazole were added to this regime and found
to be feasible with an acceptable toxicity profile and encouraging tumor control rates, especially in patients
with stage IIl/IV p16-negative HNSCC (25) [2b].

Comments and considerations

Patient data, treatment, and adverse events are registered in the DAHANCA database. Within the DAHANCA
collaboration, trials are continuously being conducted to ensure high quality and safety of HNSCC treatment in
Denmark.

Treatment

1. Concomitant cisplatin 40 mg/m2 should be given weekly for 5 or 6 cycles as
described by DAHANCA (www.dahanca.oncology.dk) (B).

2. The first cycle should be given on the first day of radiotherapy, but may be given
within the first week of treatment. Cisplatin may be given as outpatient treatment

when possible, and 3-4 hours prior to radiotherapy (C).

Literature review and evidence description

Regime

The use of concomitant chemoradiotherapy is reasoned by both direct cytotoxic effect as well as a
radiosensitizing effect through different mechanisms (26, 27).
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Chemoradiation is superior to radiotherapy alone for both definitive and adjuvant treatment for patients with
risk factors (R1 resection or ENE), however, the optimal regime is still debated, and various combinations are
being used (28). The effect of different combinations of chemotherapy, cisplatin alone, platin + 5-FU, or other
combinations have shown not to differ significantly, but monotherapy with any other drug than cisplatin yields
inferior results and cannot be recommended as standard practice (5).

It is often argued that tri-weekly cisplatin 100 mg/m2 should be the treatment of choice (29-32), though most
studies do not show weekly cisplatin 40 mg/m? to be inferior, whilst weekly cisplatin doses <40 mg/m2 are (29-
35).

Studies exploring concomitant chemoradiotherapy are mainly combined with conventional radiotherapy (i.e. 2
Gy per fraction, 5 fractions per week), but within the DAHANCA group, accelerated radiotherapy (median
treatment time 39 days) has been the standard treatment for years (21) and three cycles of cisplatin given tri-
weekly (day 1, 22, and 43) is obviously not amenable with the accelerated regime. Within the DAHANCA
collaboration, concomitant weekly cisplatin 40 mg/m? is the standard concomitant regime. The DAHANCA 18
trial was conducted to investigate weekly cisplatin, 40 mg/m2 administered concomitantly to accelerated
radiotherapy together with the hypoxic modifier nimorazole (36). The study found the regime to be tolerable
with acceptable toxicity and superior survival rates compared with historical data (5, 7, 36-38). The regime is
also used internationally, and a retrospective study from the Netherlands found it to be well tolerated and with
high treatment compliance (15, 39) [4].

Independent of regime, it has been shown that the cumulative dose of cisplatin is associated with survival
benefit, and cumulative dose 2200 mg/m? is recommended (28) [1a].
e Weekly cisplatin 40 mg/m2 for 5 to 6 weeks, concomitant with any relevant radiotherapy regime should
be administered to eligible patients (see patient selection) [2b].
e The first treatment should be given on the first day of radiotherapy, but may be given within the first
week. Treatment may be given as outpatient treatment when possible, and 3-4 hours prior to
radiotherapy [3].

Treatment of choice for cisplatin in unfit patients (see contraindications) is debatable. Several other
chemotherapeutics (e.g. carboplatin, 5-fluorouracil, and paclitaxel) and biological drugs (e.g. cetuximab) have
been investigated, showing inferior treatment outcomes when administered as monotherapy with radiation, but
sometimes with a more favorable toxicity profile compared to cisplatin (15, 40, 41). However, randomized trials
are sparse, and furthermore, the radiotherapy regime in most studies is conventional, thus, the effect of
concomitant non-cisplatin drug with conventional radiotherapy versus accelerated radiotherapy is unclear.
Recently, a randomized trial comparing accelerated radiotherapy with either daily cetuximab or tri-weekly
cisplatin 100 mg/m2was published (4). They found that for HPV-positive oropharyngeal cancer patients,
radiotherapy plus cetuximab demonstrated inferior overall survival rates and progression-free survival
compared to radiotherapy plus cisplatin; toxicity rates were similar (4). A randomized trial comparing
conventional radiotherapy with either daily cetuximab or tri-weekly cisplatin 100 mg/m2 for patients with HPV-
positive disease found similar results, inferior tumor control in the cetuximab group and no benefit regarding
toxicity (42).
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The effect of carboplatin has been evaluated in a meta-analysis comparing the use of cisplatin versus
carboplatin concomitant to radiotherapy (43). Five-year overall survival superiority in favor of cisplatin was
found, but no significant difference in 3-year locoregional control. Cisplatin caused significant increased
nausea and vomiting, nephrotoxicity and hematological toxicity, whilst carboplatin yielded increased
hematological toxicity. The results were based on merely three randomized trials, the rest being retrospective
or matched-pair studies (43).

Paclitaxel has been investigated in the concomitant setting as well, though, only a few limited studies used
paclitaxel as monotherapy (44-46). One study compared weekly cisplatin 30 mg/m2 with paclitaxel 30 mg/m2
and found comparable survival rates and toxicities. The cisplatin dose was, however, inferior to current
standard (45).

e Deciding whether a cisplatin-unfit patient should be recommended another concomitant drug must be
carefully considered for each individual, based on the reason for cisplatin-unfitness, comorbidity,
performance status, age, and patient preference.

e In Denmark, preferred alternative treatment options include: Hyperfractionated radiotherapy alone,
concomitant weekly carboplatin, concomitant weekly paclitaxel, or concomitant weekly cetuximab.

Patient values and preferences

No literature on patient values and preferences were found. The effect of adding chemotherapy to radiation
treatment in head and neck cancer must be weighed against likely side effects. Thus, shared decision making
is essential in these situations.

Rationale

Within the DAHANCA collaboration, concomitant weekly cisplatin 40 mg/m2 has been the standard
concomitant regime for many years for both nasopharyngeal cancer and non-nasopharyngeal cancer of the
head and neck. No new data has emerged to justify any changes. The regime is well-known in the clinical
setting, well-incorporated, manageable, and reasonably safe if patients are selected rationally. Furthermore,
treatment side effects are well-known and often well-managed due to years of clinical experience and
collaboration within the group.

The DAHANCA 18 and 28a trials specifically explored the use of weekly cisplatin 40 mg/m? for 5-6 weeks
concomitantly with accelerated, respectively hyperfractionated radiotherapy, and both confirmed that the
regimes are tolerable with acceptable toxicity profiles and high survival rates compared to historical data (5, 7,
25, 36-38).

Comments and considerations

Patient data, treatment, and adverse events are registered in the DAHANCA database. Within the DAHANCA
collaboration, trials are continuously being conducted to ensure high quality and safety of HNSCC treatment in
Denmark.
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Supportive treatment

3. Intravenous isotonic saline must be administered before and after cisplatin

treatment (see Chart A, appendix) (A).

4. Intravenous mannitol may be administered prior to cisplatin infusion adding to the

nephroprotective effect (see Chart A, appendix) (B).

5. Magnesium must be administered during cisplatin treatment to reduce the risk of
hypomagnesemia (see Chart A, appendix A) (A).

6. Prophylactic anti-emetics should be given according to local guidelines, preferably

in accordance with MASCC recommendations (A).

Literature review and evidence description

Multiple trials have established the safety and benefits of a multimodality approach adding chemotherapy to
definitive radiotherapy in the treatment of locoregionally advanced head and neck cancer squamous cell
carcinoma (HNSCC). Therefore, concomitant chemotherapy should be recommended to the above mentioned
patient groups. However, concomitant chemoradiotherapy is more toxic than radiotherapy alone, hence, it
should only be recommended for fit patients.

Frequent side effects from combined treatment are pain, mucositis, dysphagia, and requirement for a feeding
tube. Less frequent, but more severe side effects are febrile neutropenia, nephrotoxicity, ototoxicity, and
neuropathy and should be managed accordingly (see below) (2, 39, 47).

Hydration and nephrotoxicity

Cisplatin is a highly effective cytotoxic agent, but its use can be limited due to its toxicities, which include
nephrotoxicity, ototoxicity, neurotoxicity, nausea and vomiting (48). Nephrotoxicity is a dose-limiting factor and
one of the main reasons for not receiving cisplatin or discontinuing treatment; this is especially evident in high-
dose cisplatin treatment, but also, though significantly less frequent, when used in lower dose in a weekly
setting (33, 35, 39, 49, 50). Cisplatin can also induce electrolyte wasting, which must be supplemented (51).

Renal toxicity from cisplatin is induced from the uptake and activation of platinum within the proximal tubule
cells, hence, any measure that reduces cisplatin uptake, or activation by the kidney relative to tumor cells,
should reduce risk of nephrotoxicity (52). It is therefore logical that a lower dose given weekly will lower the risk
as opposed to high-dose bolus infusions. Underlying kidney disease predispose to acute kidney injury during
cisplatin treatment, however, data is limited as patients with underlying kidney disease are usually excluded
from clinical studies (52).

Renal function must be assessed prior to the first treatment and before subsequent treatments to determine if
cisplatin should be administered or discontinued. Glomerular filtration rate (GFR) is used to measure kidney

English version 2.3 14



Clinical Practice Guideline | Cancer DAHANCA

function. GFR can be determined by different methods, 5'Cr-EDTA clearance often depicted as the reference
method. An estimated GFR (eGFR) can be determined using different algorithms, but may not depict GFR as
accurately as 5'Cr-EDTA clearance, as described recently (53).

At which level of renal impairment cisplatin should be deferred, is unknown. The threshold in most clinical trials
is eGFR <50mL/min, which seems reasonable and has been the recommendation in DAHANCA for years.

The primary approach to prevent or at least reduce the risk of nephrotoxicity is the administration of lower
doses of cisplatin accompanied by the administration of intravenous isotonic saline prior to and after cisplatin
infusion (54). There is no gold standard hydration regime, however, a systematic review of hydration strategies
found that 2-4 L administered over two to six hours was effectively nephroprotective (51). Furthermore, adding
mannitol to force diuresis, as well as magnesium supplementation, added to the effect (51).

A recent meta-analysis analyzing the efficacy of clinically tested protectives of cisplatin-induced nephrotoxicity
found that only magnesium holds nephroprotective effects (55). However, the authors conclude that more
studies need to be conducted to confirm these results.

In Denmark, a retrospective study has been performed that indicates a nephroprotective effect of mannitol
when 500 mL of mannitol 15% was administered intravenously during cisplatin treatment. There was a
significantly smaller decrease in renal function (3.3% in the mannitol group vs 9.7% in the non-mannitol group)
measured by >'Cr-EDTA clearance, but none of the patients in the non-mannitol group experienced a
decrease of 5'Cr-EDTA clearance below the predefined limit of 50 mL/min (56) .

Based on these trials, the recommendations are:
e Intravenous isotonic saline 0.9% must be administered before and after cisplatin treatment [1b].
¢ Intravenous mannitol may be administered prior to cisplatin infusion adding to the nephroprotective
effect [2a].
e Magnesium must be administered during cisplatin treatment to reduce the risk of renal injury and to
reduce the risk of hypomagnesemia [1a].

Anti-emetics

Cisplatin is categorized as a highly emetogenic chemotherapeutic drug, that is, the risk of vomiting within the
first 24 hours is >90% if the patient does not receive prophylactic anti-emetics (57). Though tri-weekly high-
dose cisplatin cause significant more nausea and vomiting than weekly cisplatin, even low-dose cisplatin is
highly emetogenic, and prophylactic anti-emetics should be administered (30) [1a].

Prophylactic anti-emetics must be given according to local guidelines, preferably in accordance with MASCC
recommendations [1a].

Patient values and preferences
No literature on patient values and preferences were found.
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Rationale

The literature review supports the previous DAHANCA guideline regarding cisplatin. Intravenous isotonic
saline and magnesium are mandatory, whilst mannitol is not. Historically, mannitol was administered at all
DAHANCA centres, but within recent years, some DAHANCA centres stopped using mannitol while some
continued, reflecting the somewhat inconsistent data.

At the DAHANCA centres, antiemetics are administered according to local guidelines. Often a combination of a
corticosteroid (e.g. prednisolone or dexamethasone), a neurokinin (NK)+-receptor antagonist (e.g. aprepitant)
and/or a serotonin (5-HT)s-receptor antagonist (e.g. palonosetrone) is being used, as recommended by
Multinational Association of Supportive Care in Cancer (MASCC) (57).

A treatment chart (Chart A) is depicted in Appendix A.

Comments and considerations

Patient data, treatment, and adverse events are registered in the DAHANCA database. Within the DAHANCA
collaboration trials are continuously being conducted to ensure high quality and safety of HNSCC treatment in
Denmark.

Screening prior to treatment

7. Audiometry should be performed prior to the first cisplatin treatment and should

be repeated if the patient experiences either tinnitus or hearing loss (B).

8. Renal function must be assessed prior to the first cisplatin treatment, either by
measuring glomerular filtration rate (GFR) using 51Cr-EDTA or equivalent
radioactive tracers (such as Technetium-99m DTPA) or by using the estimated GFR

from blood samples (A).

9. Before each cisplatin treatment, blood samples must be drawn and assessed for
bone marrow suppression, electrolyte imbalance (i.e. Na+, K+, Mg++), and renal

function (A).

Literature review and evidence description

Hearing loss (ototoxicity) is a frequent adverse event during and after cisplatin treatment (58, 59). The outer
hair cells within the spiral organ may be damaged, in that the destructive pattern of outer hair cell loss
progresses starting at the cochlear base (high frequencies) and progressing upward to the cochlear apex (low
frequencies) with each cisplatin infusion (60). Hearing loss is irreversible, and as primarily high frequency loss
occurs, it may be problematic for the patient since regular speech is in high frequencies, thus, the patient may
lose communication ability without hearing aids (61, 62).
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The risk of hearing impairment following cisplatin varies in studies, but may be as high as 66% (61, 63). Itis a
severe side effect as it may negatively affect quality of life and ability to work, thus, efforts to predict and/or
avoid hearing loss are of great importance. Hence, the issue should be addressed prior to initiation of
treatment as part of the informed patient decision making. The ability to predict treatment-induced hearing
impairment is very important and a prediction model has been reported in a recent study. (64). Consistent with
previous studies, it was found that factors predictive of the degree of hearing impairment were high-dose
cisplatin, higher radiotherapy dose or tumor site close to the cochlea, older patients, and patients with better
hearing at baseline (63, 65, 66).

The use of concomitant chemoradiotherapy can worsen the effects on hearing function. Studies have shown
that when using radiotherapy alone, no significant hearing loss is found using doses <40 Gy, whilst using
concomitant cisplatin 100 and 40 mg/mz, respectively, yielded significant hearing loss of 21.5 dB and 9.5 dB at
8.000 Hz with low radiation doses (10 Gy). This increased to 38.4 dB and 18.9 dB for high radiation doses (40
Gy) (63).

To reduce the risk of hearing impairment following radiotherapy, dose to the inner ear should be restrained.
This may follow recommendations according to the QUANTEC (quantitative analysis of normal tissue effects
in the clinic) review that summarizes the currently available three-dimensional dose-volume outcome data and
presents updated normal tissue dose-volume tolerance guidelines (67).

Thus, ototoxicity risk assessment needs to include tumor site as risk increases with sites closer to the inner
ear. The DAHANCA standard regime of 40 mg/m? is less ototoxic than 100 mg/m2 (62, 63).

Prior to initiation of cisplatin treatment, hearing must be assessed using audiometry. Normal hearing ranges
from 0 to 20 dB in all frequencies; 0 dB being the reference value, where hearing starts. There are no data to
support any specific hearing loss threshold where cisplatin in contraindicated. This assessment is individually
based and should be discussed with the patient, considering tumor burden, site, prognosis etc.

Audiometry should be performed prior to the first cisplatin treatment and should be repeated if the patient
experiences either tinnitus or hearing loss [2b].

The effect of cisplatin on renal function is described above in “Hydration and nephrotoxicity”.

Renal function must be assessed prior to the first cisplatin treatment either by measuring glomerular filtration
rate (GFR) using 51Cr-EDTA clearance or an equivalent radioactive tracer (such as Technetium-99m DTPA)
or by using the estimated GFR from blood samples (B).

Cytotoxic agents, e.g. cisplatin, are hematotoxic and thus may negatively affect bone marrow function. This
may cause anemia, thrombocytopenia, leukopenia, and neutropenia. If immune function deteriorates, the
patient may experience febrile neutropenia. If any of these occur, and bone marrow do not recover before the
next cycle, the patient may experience symptoms like bleeding, tiredness, tachycardia, dyspnea, and
infections. To avoid severe bone marrow suppression, blood samples are obtained weekly.

Before each cisplatin treatment, blood samples must be taken and evaluated for bone marrow suppression,
electrolyte imbalance (i.e. Na+, K+, Mg++), renal function (A).
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Patient values and preferences
No literature on patient values and preferences were found.

Rationale

Hearing loss is a severe side effect to cisplatin treatment as it may negatively affect quality of life, ability to
communicate, and work, thus, efforts to predict and/or avoid hearing loss are of great importance. Hence, the
issue should be addressed prior to initiation of treatment as part of the informed patient-decision making.

Comments and considerations

Patient data, treatment, and adverse events are registered in the DAHANCA database. Within the DAHANCA
collaboration trials are continuously being conducted to ensure high quality and safety of HNSCC treatment in
Denmark.

Contraindications

10. Cisplatin should not be administered to the following patients:

o Patients with reduced renal function (e.g. measured by an estimated by eGFR
below 50 ml/min) or pre-existing renal disease (A).

o Insufficient bone marrow function (A).

o Women pregnant in the first trimester and women breastfeeding (B)

o Patients deemed unfit by the physician, e.g. due to poor performance (B).

11. Cisplatin should be considered carefully in:

o Patients with moderate to severe hearing impairment (B).

o Patients with moderate to severe neuropathy (B).

Literature review and evidence description

Reduced renal function and hearing impairment

For literature review regarding renal function and hearing impairment, please see section “Screening prior to
treatment”.

Neuropathy

It has been established that a cumulative cisplatin dose of 250-500 mg/m2 is required to observe mild to
severe peripheral neurotoxicity in adult patients, but that preexisting neuropathy may predispose (68). Thus,
weekly cisplatin 40 mg/m? for five to six weeks will rarely be problematic unless patients have pre-existing
neuropathy.

Insufficient bone marrow function
For literature review regarding bone marrow function, please see section “Screening prior to treatment”,
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Fertility, pregnancy and breastfeeding

Cisplatin treatment may cause impaired fertility in men (69-71). Most of the literature includes patients with
testicular cancer, and to date, no trials have been investigating fertility following head and neck cancer
treatment. Due to the rise in HPV-related head and neck cancers, mainly in younger patients, questions about
fertility are likely to arise.

It is difficult to extrapolate results from patients with testicular cancer due to differences in age, treatment
intensity etc., however, the risk seems to be dose-related, and thus, expected to be lower in patients treated
with weekly cisplatin concomitantly with radiotherapy. There may be an increased risk of miscarriages, but
most authors have not found any increased risk of major anomalies (e.g. congenital or genetic abnormalities,
or perinatal death) in children of male cancer survivors treated with chemotherapy or radiotherapy (70).

No firm recommendation regarding fatherhood following concomitant cisplatin treatment can be given, but
presumably, it is safe [3a].

Literature regarding head and neck cancer during pregnancies are scarce. A recent review evaluated the
frequency, tumor type, associated factors, and specific biomarkers associated with head and neck cancer
during pregnancy, but no data on cisplatin treatment in these patients was published (72). However, cisplatin
is frequently used in cervical cancer treatment where cancer during pregnancy is more frequent than in head
and neck cancer.

Cisplatin appears to be relatively safe for the fetus. A meta-analysis, primarily of case studies, where patients
were treated with cisplatin during the second or third trimester showed that 71 of 88 (81%) infants were born
completely healthy. However, there were five cases of hearing loss, cardiac and cerebral malformations, and
one child was diagnosed with a rare rhabdomyosarcoma at the age of 5 and one presented with acute myeloid
leukemia at 22 months. Thus, for cervical cancer it was concluded that cisplatin may be a favorable choice [3a]
(73).

Weekly cisplatin concomitant with radiotherapy during pregnancy may be safe for patients with head and neck
cancer in the second and third trimester, however, expected benefit must be weighed against specific risks for
both mother and child.

Reports on cisplatin concentrations in breast milk after treatment are sparse and results are conflicting (74). In
a recent case report detectable levels of cisplatin were found months after weekly cisplatin for three weeks [4]
(75).

Breastfeeding should be avoided.

Patient values and preferences

No literature on patient values and preferences were found.

The effect of adding cisplatin to radiation treatment in head and neck cancer must be weighed against likely
side effects. Thus, shared decision making is essential in these situations.

Rationale
The literature review supports the previous DAHANCA guideline regarding contraindications to cisplatin.
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Weekly cisplatin 40 mg/m2 has been used regularly for almost two decades, and the present recommendations
are in accordance with the knowledge obtained through clinical experience and research within the DAHANCA
group.

Comments and considerations

Patient data, treatment, and adverse events are registered in the DAHANCA database. Within the DAHANCA
collaboration, trials are continuously being conducted to ensure high quality and safety of HNSCC treatment in
Denmark.

English version 2.3 20



Clinical Practice Guideline | Cancer DAHANCA

4. Reference list

1. Bray F, Ferlay J, Soerjomataram |, Siegel RL, Torre LA, Jemal A. Global cancer statistics 2018: GLOBOCAN
estimates of incidence and mortality worldwide for 36 cancers in 185 countries. CA Cancer J Clin.
2018;68(6):394-424.

2. Mortensen HR, Overgaard J, Specht L, Overgaard M, Johansen J, Evensen JF, et al. Prevalence and peak
incidence of acute and late normal tissue morbidity in the DAHANCA 6&7 randomised trial with accelerated
radiotherapy for head and neck cancer. Radiother Oncol. 2012;103(1):69-75.

3. Michaelsen SH, Gronhoj C, Michaelsen JH, Friborg J, von Buchwald C. Quality of life in survivors of
oropharyngeal cancer: A systematic review and meta-analysis of 1366 patients. Eur J Cancer. 2017;78:91-
102.

4. Gillison ML, Trotti AM, Harris J, Eisbruch A, Harari PM, Adelstein DJ, et al. Radiotherapy plus cetuximab or
cisplatin in human papillomavirus-positive oropharyngeal cancer (NRG Oncology RTOG 1016): a randomised,
multicentre, non-inferiority trial. Lancet. 2019;393(10166):40-50.

5. Pignon JP, le Maitre A, Maillard E, Bourhis J, Group M-NC. Meta-analysis of chemotherapy in head and neck
cancer (MACH-NC): an update on 93 randomised trials and 17,346 patients. Radiother Oncol. 2009;92(1):4-
14.

6. Mller von der Grin J, Martin D, Stover T, Ghanaati S, Rodel C, Balermpas P. Chemoradiotherapy as
Definitive Treatment for Elderly Patients with Head and Neck Cancer. Biomed Research International. 2018:9.

7. Blanchard P, Baujat B, Holostenco V, Bourredjem A, Baey C, Bourhis J, et al. Meta-analysis of chemotherapy
in head and neck cancer (MACH-NC): a comprehensive analysis by tumour site. Radiother Oncol.
2011;100(1):33-40.

8. Mékitie A, Ruuskanen M, Bentzen J, Brun E, Gebre-Medhin M, Friesland S, et al. The management and
survival outcomes of nasopharyngeal cancer in the Nordic countries. Acta Oncol. 2018;57(4):557-60.

9. Blanchard P, Lee A, Marguet S, Leclercq J, Ng WT, Ma J, et al. Chemotherapy and radiotherapy in
nasopharyngeal carcinoma: an update of the MAC-NPC meta-analysis. Lancet Oncology. 2015;16(6):645-55.

10.Verma V, Surkar SM, Moreno AC, Lin C, Simone CB. Practice patterns and outcomes of chemoradiotherapy
versus radiotherapy alone for older patients with nasopharyngeal cancer. Cancer Medicine. 2018;7(5):1604-
1.

11.Farnebo L, Laurell G, Makitie A. A Nordic survey on the management of head and neck CUP. Acta
Otolaryngol. 2016;136(11):1159-63.

12.Bernier J, Domenge C, Ozsahin M, Matuszewska K, Lefébvre J-L, Greiner RH, et al. Postoperative irradiation
with or without concomitant chemotherapy for locally advanced head and neck cancer. N Engl J Med.
2004;350(19):1945-52.

13.Cooper JS, Zhang Q, Pajak TF, Forastiere AA, Jacobs J, Saxman SB, et al. Long-term Follow-up of the RTOG
9501/Intergroup Phase llI Trial: Postoperative Concurrent Radiation Therapy and Chemotherapy in High-Risk
Squamous Cell Carcinoma of the Head and Neck. Int J Radiat Oncol Biol Phys. 2012;84(5):1198-205.

14.Winquist E, Oliver T, Gilbert R. Postoperative chemoradiotherapy for advanced squamous cell carcinoma of
the head and neck: a systematic review with meta-analysis. Head Neck. 2007;29(1):38-46.

15.Winquist E, Agbassi C, Meyers BM, Yoo J, Chan KKW, Head Neck Dis Site G. Systemic therapy in the
curative treatment of head and squamous cell cancer: a systematic review. Otolaryngol Head Neck Surg.
2017;46:11.

16.Bernier J, Cooper JS, Pajak TF, van Glabbeke M, Bourhis J, Forastiere A, et al. Defining risk levels in locally
advanced head and neck cancers: A comparative analysis of concurrent postoperative radiation plus
chemotherapy trials of the EORTC (#22931) and RTOG (#9501). Head Neck. 2005;27(10):843-50.

English version 2.3 21



Clinical Practice Guideline | Cancer DAHANCA

17.Shang JB, Gu JL, Han QB, Xu YP, Yu XM, Wang KJ. Chemoradiotherapy is superior to radiotherapy alone
after surgery in advanced squamous cell carcinoma of the head and neck: a systematic review and meta-
analysis. Int J Clin Exp Med. 2014;7(9):2478-87.

18.Cooper JS, Pajak TF, Forastiere AA, Jacobs J, Campbell BH, Saxman SB, et al. Postoperative concurrent
radiotherapy and chemotherapy for high-risk squamous-cell carcinoma of the head and neck. N Engl J Med.
2004;350(19):1937-44.

19.Evensen JF, Sand Hansen H, Overgaard M, Johansen J, Andersen LJ, Overgaard J. DAHANCA 9 - a
randomized multicenter study to compare accelerated normo-fractionated radiotherapy with accelerated
hyperfractionated radiotherapy in patients with primary squamous cell carcinoma of the head and neck
(HNSCC). Acta Oncol. 2019;58(10):1502-5.

20.0vergaard J, Hansen HS, Overgaard M, Bastholt L, Berthelsen A, Specht L, et al. A randomized double-blind
phase IlI study of nimorazole as a hypoxic radiosensitizer of primary radiotherapy in supraglottic larynx and
pharynx carcinoma. Results of the Danish Head and Neck Cancer Study (DAHANCA) Protocol 5-85. Radiother
Oncol. 1998;46(2):135-46.

21.0vergaard J, Hansen HS, Specht L, Overgaard M, Grau C, Andersen E, et al. Five compared with six fractions
per week of conventional radiotherapy of squamous-cell carcinoma of head and neck: DAHANCA 6 and 7
randomised controlled trial. Lancet. 2003;362(9388):933-40.

22.0vergaard J, Mohanti BK, Begum N, Ali R, Agarwal JP, Kuddu M, et al. Five versus six fractions of
radiotherapy per week for squamous-cell carcinoma of the head and neck (IAEA-ACC study): a randomised,
multicentre trial. The Lancet Oncology. 2010;11(6):553-60.

23.Bourhis J, Overgaard J, Audry H, Ang KK, Saunders M, Bernier J, et al. Hyperfractionated or accelerated
radiotherapy in head and neck cancer: a meta-analysis. Lancet. 2006;368(9538):843-54.

24.Saksg M, Andersen E, Bentzen J, Andersen M, Johansen J, Primdahl H, et al. A prospective, multicenter
DAHANCA study of hyperfractionated, accelerated radiotherapy for head and neck squamous cell carcinoma.
Acta Oncol. 2019;58(10):1495-501.

25.Saksoe M, Jensen K, Andersen M, Eriksen JG, Overgaard J. OC-041 DAHANCA 28a: Phase I/Il study of acc.
hyperfractionated RT, cisplatin and nimorazole in P16-LAHNSCC. Radiother Oncol. 2019;132:21-2.

26.Lawrence TS, Blackstock AW, McGinn C. The mechanism of action of radiosensitization of conventional
chemotherapeutic agents. Semin Radiat Oncol. 2003;13(1):13-21.

27.Seiwert TY, Salama JK, Vokes EE. The concurrent chemoradiation paradigm--general principles. Nat Clin
Pract Oncol. 2007;4(2):86-100.

28.Strojan P, Vermorken JB, Beitler JJ, Saba NF, Haigentz M, Jr., Bossi P, et al. Cumulative cisplatin dose in
concurrent chemoradiotherapy for head and neck cancer: A systematic review. Head Neck. 2016;38 Suppl
1:E2151-E8.

29.Szturz P, Cristina V, Gomez RGH, Bourhis J, Simon C, Vermorken JB. Cisplatin Eligibility Issues and
Alternative Regimens in Locoregionally Advanced Head and Neck Cancer: Recommendations for Clinical
Practice. Front Oncol. 2019;9:11.

30.Szturz P, Wouters K, Kiyota N, Tahara M, Prabhash K, Noronha V, et al. Low-Dose vs. High-Dose Cisplatin:
Lessons Learned From 59 Chemoradiotherapy Trials in Head and Neck Cancer. Front Oncol. 2019;9:17.

31.Rades D, Seidl D, Janssen S, Bajrovic A, Karner K, Strojan P, et al. Comparison of weekly administration of
cisplatin versus three courses of cisplatin 100 mg/m(2) for definitive radiochemotherapy of locally advanced
head-and-neck cancers. BMC Cancer. 2016;16:437.

32.Jacinto JCK, Co J, Mejia MB, Regala EE. The evidence on effectiveness of weekly vs triweekly cisplatin
concurrent with radiotherapy in locally advanced head and neck squamous cell carcinoma (HNSCC): a
systematic review and meta-analysis. Br J Radiol. 2017;90(1079):11.

33.Bauml UM, Vinnakota R, Park YHA, Bates SE, Fojo T, Aggarwal C, et al. Cisplatin Every 3 Weeks Versus
Weekly With Definitive Concurrent Radiotherapy for Squamous Cell Carcinoma of the Head and Neck. J Natl
Cancer Inst. 2019;111(5):490-7.

English version 2.3 22



Clinical Practice Guideline | Cancer DAHANCA

34.Noronha V, Joshi A, Patil VM, Agarwal J, Ghosh-Laskar S, Budrukkar A, et al. Once-a-Week Versus Once-
Every-3-Weeks Cisplatin Chemoradiation for Locally Advanced Head and Neck Cancer: A Phase |lI
Randomized Noninferiority Trial. J Clin Oncol. 2018;36(11):1064-72.

35.Morse RT, Ganju RG, TenNapel MJ, Neupane P, Kakarala K, Shnayder Y, et al. Weekly cisplatin
chemotherapy dosing versus triweekly chemotherapy with concurrent radiation for head and neck squamous
cell carcinoma. Head Neck. 2019;41(8):2492-9.

36.Bentzen J, Toustrup K, Eriksen JG, Primdahl H, Andersen LJ, Overgaard J. Locally advanced head and neck
cancer treated with accelerated radiotherapy, the hypoxic modifier nimorazole and weekly cisplatin. Results
from the DAHANCA 18 phase Il study. Acta Oncol. 2015;54(7):1001-7.

37.Bourhis J, Sire C, Graff P, Grégoire V, Maingon P, Calais G, et al. Concomitant chemoradiotherapy versus
acceleration of radiotherapy with or without concomitant chemotherapy in locally advanced head and neck
carcinoma (GORTEC 99-02): an open-label phase 3 randomised trial. The Lancet Oncology. 2012;13(2):145-
53.

38.Ang KK, Zhang Q, Rosenthal DI, Nguyen-Tan PF, Sherman EJ, Weber RS, et al. Randomized phase Il trial of
concurrent accelerated radiation plus cisplatin with or without cetuximab for stage Il to IV head and neck
carcinoma: RTOG 0522. J Clin Oncol. 2014;32(27):2940-50.

39.Driessen CML, Uijen MJM, van der Graaf WTA, van Opstal CCM, Kaanders JHAM, Nijenhuis T, et al. Degree
of nephrotoxicity after intermediate- or high-dose cisplatin-based chemoradiotherapy in patients with locally
advanced head and neck cancer. Head Neck. 2016;38 Suppl 1:E1575-E81.

40.Bonner JA, Harari PM, Giralt J, Cohen RB, Jones CU, Sur RK, et al. Radiotherapy plus cetuximab for
locoregionally advanced head and neck cancer: 5-year survival data from a phase 3 randomised trial, and
relation between cetuximab-induced rash and survival. The Lancet Oncology. 2010;11(1):21-8.

41 Petrelli F, Coinu A, Riboldi V, Borgonovo K, Ghilardi M, Cabiddu M, et al. Concomitant platinum-based
chemotherapy or cetuximab with radiotherapy for locally advanced head and neck cancer: a systematic review
and meta-analysis of published studies. Oral oncology. 2014;50(11):1041-8.

42.Mehanna H, Robinson M, Hartley A, Kong A, Foran B, Fulton-Lieuw T, et al. Radiotherapy plus cisplatin or
cetuximab in low-risk human papillomavirus-positive oropharyngeal cancer (De-ESCALaTE HPV): an open-
label randomised controlled phase 3 trial. Lancet. 2019;393(10166):51-60.

43.Guan J, Li QY, Zhang Y, Xiao NJ, Chen M, Zhang YW, et al. A meta-analysis comparing cisplatin-based to
carboplatin-based chemotherapy in moderate to advanced squamous cell carcinoma of head and neck
(SCCHN). Oncotarget. 2016;7(6):7110-9.

44 Citrin D, Mansueti J, Likhacheva A, Sciuto L, Albert PS, Rudy SF, et al. Long-term outcomes and toxicity of
concurrent paclitaxel and radiotherapy for locally advanced head-and-neck cancer. Int J Radiat Oncol Biol
Phys. 2009;74(4):1040-6.

45.Essa HH, Azzam M. Concurrent chemoradiation in locally advanced head and neck cancers: a comparative
study of weekly Paclitaxel versus Cisplatin-based regimen. J Egypt Natl Canc Inst. 2010;22(3):165-73.

46.Halim AA-F, Wahba HA, El-Hadaad HA, Abo-Elyazeed A. Concomitant chemoradiotherapy using low-dose
weekly gemcitabine versus low-dose weekly paclitaxel in locally advanced head and neck squamous cell
carcinoma: a phase lll study. Med Oncol. 2012;29(1):279-84.

47 Machtay M, Moughan J, Trotti A, Garden AS, Weber RS, Cooper JS, et al. Factors associated with severe late
toxicity after concurrent chemoradiation for locally advanced head and neck cancer: an RTOG analysis. J Clin
Oncol. 2008;26(21):3582-9.

48.Saba NF, Mody MD, Tan ES, Gill HS, Rinaldo A, Takes RP, et al. Toxicities of systemic agents in squamous
cell carcinoma of the head and neck (SCCHN); A new perspective in the era of immunotherapy. Crit Rev
Oncol Hematol. 2017;115:50-8.

49.Hoek J, Bloemendal KM, van der Velden L-AA, van Diessen JNA, van Werkhoven E, Klop WMC, et al.
Nephrotoxicity as a Dose-Limiting Factor in a High-Dose Cisplatin-Based Chemoradiotherapy Regimen for
Head and Neck Carcinomas. Cancers (Basel). 2016;8(2):21.

English version 2.3 23



Clinical Practice Guideline | Cancer DAHANCA

50.Weykamp F, Seidensaal K, Rieken S, Green K, Mende S, Zaoui K, et al. Age-dependent hemato- and
nephrotoxicity in patients with head and neck cancer receiving chemoradiotherapy with weekly cisplatin.
Strahlenther Onkol. 2019:7.

51.Crona DJ, Faso A, Nishijima TF, McGraw KA, Galsky MD, Milowsky MI. A Systematic Review of Strategies to
Prevent Cisplatin-Induced Nephrotoxicity. The oncologist. 2017;22(5):609-19.

52.Miller RP, Tadagavadi RK, Ramesh G, Reeves WB. Mechanisms of Cisplatin nephrotoxicity. Toxins.
2010;2(11):2490-518.

53.Lindberg L, Brodbaek K, Hagerstrom EG, Bentzen J, Kristensen B, Zerahn B. Comparison of methods for
estimating glomerular filtration rate in head and neck cancer patients treated with cisplatin. Scand J Clin Lab
Invest. 2017;77(4):237-46.

54.Hayati F, Hossainzadeh M, Shayanpour S, Abedi-Gheshlaghi Z, Beladi Mousavi SS. Prevention of cisplatin
nephrotoxicity. J Nephropharmacol. 2015;5(1):57-60.

55.Casanova AG, Hernandez-Sanchez MT, Lopez-Hernandez FJ, Martinez-Salgado C, Prieto M, Vicente-Vicente
L, et al. Systematic review and meta-analysis of the efficacy of clinically tested protectants of cisplatin
nephrotoxicity. Eur J Clin Pharmacol. 2020;76(1):23-33.

56.Hagerstrom E, Lindberg L, Bentzen J, Brodbaek K, Zerahn B, Kristensen B. The Nephroprotective Effect of
Mannitol in Head and Neck Cancer Patients Receiving Cisplatin Therapy. Clinical Medicine Insights-Oncology.
2019;13.

57 .Herrstedt J, Roila F, Warr D, Celio L, Navari RM, Hesketh PJ, et al. 2016 Updated MASCC/ESMO Consensus
Recommendations: Prevention of Nausea and Vomiting Following High Emetic Risk Chemotherapy. Support
Care Cancer. 2017;25(1):277-88.

58.Paken J, Govender CD, Pillay M, Sewram V. Cisplatin-Associated Ototoxicity: A Review for the Health
Professional. J Toxicol. 2016;2016:1809394-.

59.Campbell KCM, Le Prell CG. Drug-Induced Ototoxicity: Diagnosis and Monitoring. Drug Saf. 2018;41(5):451-
64.

60.Theunissen EA, Bosma SC, Zuur CL, Spijker R, van der Baan S, Dreschler WA, et al. Sensorineural hearing
loss in patients with head and neck cancer after chemoradiotherapy and radiotherapy: a systematic review of
the literature. Head Neck. 2015;37(2):281-92.

61.Caballero M, Mackers P, Reig O, Buxo E, Navarrete P, Blanch JL, et al. The Role of Audiometry prior to High-
Dose Cisplatin in Patients with Head and Neck Cancer. Oncology. 2017;93(2):75-82.

62.Niemensivu R, Saarilahti K, Ylikoski J, Aarnisalo A, Makitie AA. Hearing and tinnitus in head and neck cancer
patients after chemoradiotherapy. Eur Arch Otorhinolaryngol. 2016;273(9):2509-14.

63.Hitchcock YJ, Tward JD, Szabo A, Bentz BG, Shrieve DC. Relative contributions of radiation and cisplatin-
based chemotherapy to sensorineural hearing loss in head-and-neck cancer patients. Int J Radiat Oncol Biol
Phys. 2009;73(3):779-88.

64.Schuette A, Lander DP, Kallogjeri D, Collopy C, Goddu S, Wildes TM, et al. Predicting Hearing Loss After
Radiotherapy and Cisplatin Chemotherapy in Patients With Head and Neck Cancer. JAMA Otolaryngol Head
Neck Surg. 2019:e193550.

65.Chan SH, Ng WT, Kam KL, Lee MC, Choi CW, Yau TK, et al. Sensorineural hearing loss after treatment of
nasopharyngeal carcinoma: a longitudinal analysis. Int J Radiat Oncol Biol Phys. 2009;73(5):1335-42.

66.Rades D, Fehlauer F, Sheikh-Sarraf M, Kazic N, Basic H, Poorter R, et al. Toxicity of two cisplatin-based
radiochemotherapy regimens for the treatment of patients with stage Ill/IV head and neck cancer. Head Neck.
2008;30(2):235-41.

67.Brodin NP, Kabarriti R, Garg MK, Guha C, Tomé WA. Systematic Review of Normal Tissue Complication
Models Relevant to Standard Fractionation Radiation Therapy of the Head and Neck Region Published After
the QUANTEC Reports. Int J Radiat Oncol Biol Phys. 2018;100(2):391-407.

68.Alberti P. Platinum-drugs induced peripheral neurotoxicity: clinical course and preclinical evidence. Expert
Opin Drug Metab Toxicol. 2019;15(6):487-97.

English version 2.3 24



Clinical Practice Guideline | Cancer DAHANCA

69.Lambertini M, Del Mastro L, Pescio MC, Andersen CY, Azim HA, Peccatori FA, et al. Cancer and fertility
preservation: international recommendations from an expert meeting. BMC Med. 2016;14:16.

70.Paoli D, Pallotti F, Lenzi A, Lombardo F. Fatherhood and Sperm DNA Damage in Testicular Cancer Patients.
Front Endocrinol (Lausanne). 2018;9:17.

71.Brydoy M, Fossa SD, Klepp O, Bremnes RM, Wist EA, Wentzel-Larsen T, et al. Paternity and Testicular
Function Among Testicular Cancer Survivors Treated With Two to Four Cycles of Cisplatin-Based
Chemotherapy. Eur Urol. 2010;58(1):134-40.

72.Le Guevelou J, Lebars S, Kammerer E, de Gabory L, Vergez S, Janot F, et al. Head and neck cancer during
pregnancy. Head and Neck-Journal for the Sciences and Specialties of the Head and Neck.
2019;41(10):3719-32.

73.Song YZ, Liu Y, Lin M, Sheng B, Zhu XQ. Efficacy of neoadjuvant platinum-based chemotherapy during the
second and third trimester of pregnancy in women with cervical cancer: an updated systematic review and
meta-analysis. Drug Design Development and Therapy. 2019;13:79-102.

74.Pistilli B, Bellettini G, Giovannetti E, Codacci-Pisanelli G, Azim HA, Jr., Benedetti G, et al. Chemotherapy,
targeted agents, antiemetics and growth-factors in human milk: how should we counsel cancer patients about
breastfeeding? Cancer treatment reviews. 2013;39(3):207-11.

75.Canale S, Duffy J, Chang CH, Damoiseaux R. Case Report: Prolonged Excretion of Platinum in Human Breast
Milk After Cisplatin Therapy. Clinical Lactation. 2019;10(4):183-7.

English version 2.3 25



Clinical Practice Guideline | Cancer DAHANCA

5. Methods

This guideline is produced on behalf of the Danish Head and Neck Cancer Group (DAHANCA).
The use of cisplatin administered weekly at a dose of 40 mg/m2 concomitant with radiotherapy has been a
standard treatment for locoregionally advanced head and neck cancer patients in Denmark since 2003.

The recommendations are based on literature review and the clinical practice, experience, and expertise within
the DAHANCA group throughout this extended time period.

Literature search
No formal search strategy has been performed but relevant widely acknowledged meta-analyses, reviews, and
randomized controlled trials have been used.

Evidence assessment
The authors conducted the critical evaluation of the evidence. The recommendations were graded according
to Oxford Centre for Evidence-based Medicine — Levels of Evidence (March 2009).

Articulation of the recommendations
The recommendations were formulated by the authors and consensus were assured within the DAHANCA
group before final approval.

Stakeholder involvement
Only the authors and members of the DAHANCA group have been involved in the guideline development.

External review and guideline approval
The guideline has been consulted with the DAHANCA group before final approval at the DAHANCA meeting
12th of March 2020.

Recommendations which generate increased costs
The recommendations in this guideline are not estimated to generate increased costs.

Need for further research

Significant evidence exists that demonstrate survival benefit of chemoradiotherapy over radiotherapy for
locoregionally advanced head and neck squamous cell carcinoma. Cisplatin demonstrating superior benefit,
though optimal regime remains to be resolved. Furthermore, the optimal alternative treatment option for
cisplatin unfit patients remains debatable and should be further investigated.
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6. Monitoring

Standards and indicators
The use of cisplatin is registered in the DAHANCA database. Based on predefined indicators of quality each
year, a report is conducted in collaboration with RKKP.

Plan for audit and feedback

Ongoing evaluation and feedback will take place at the DAHANCA meetings.

It was not within the scope of this guideline to change treatment recommendations according to specific tumor
sites, but national guidelines by tumor site are currently being revised; hence, this guideline will be amended
accordingly.
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7. Appendix

Cisplatin - Administration, dose, dose modifications, and supportive treatment.

Chart A. Hydration

DAHANCA

Label:

Cycle: Dato:

Infusion fluids / mL Tid Start Sign. End Sign. Urine Weight

time time output

medication (min)

Isotonic saline Start:

(NaClisotonic) + | 1000 | 60

Mg?*4 mmol

Antiemetics

Mannitol 10%
500 60

Optional

Cisplatin in isotonic

saline 500

(NaCl isotonic)

Isotonic saline End:
1000 | 60

(NaCl isotonic) +
Mg?* 4 mmol

The patient must have urinated after pre-hydration and before cisplatin infusion begins.

In case of significant weight gain (e.g. above 1.5-2 kg), the patient should be offered one tablet Furosemide 40

mg.

English version 2.3

28




Clinical Practice Guideline | Cancer DAHANCA

If blood samples show a tendency to hypomagnesemia, the patient must be offered Mablet 360 mg twice daily,
at least day 1-3.

Likewise, if blood samples show hypokalemia, the patient must be given Kaleorid 750 mg twice a day, day 1-3.

The patient must drink at least 2 L of fluids for the next 6 hours after hydration.

English version 2.3 29



	Background
	1. Anbefalinger - DA (Quick Guide)
	Indikation
	Behandling
	Understøttende behandling
	Screening før behandling
	Kontraindikationer

	2. Introduction
	3. Scientific evidence
	Indications
	Treatment
	Supportive treatment
	Screening prior to treatment
	Contraindications

	4. Reference list
	5. Methods
	6. Monitoring
	7. Appendix

