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CIPN (Chemotherapy- induced polyneuropathy) HII—OTHE/B&/
—the problem is well known.

High incidence rates CIPN

Jones et al, JCO 2005: 60% CIPN; 4,1% > Grade 3-4

Seidman et al, JCO 2008: 33% grade 2-3 bei g3w Taxol; 51% grade 2-3 bei qlw Paclitaxel
Sparano JA et al., N Engl J Med 2008: 27% 2 grade 2 bei Paclitaxel weekly

Eckhoff L, Knoop AS et al 2013: Breast Cancer Res Treat: 16-23% = grade 2;

Goreishi Z et al. 2018: BMC Cancer 18: 42% CIPN — icidence rate

The medical consequences:

* Due to CIPN > grade 2 we see treatment delay and dose reductions

e sometimes permanent treatment discontinuation necessary

* That means decrease of healthy outcome and worsening of longterm prognosis

CIPN persists for years: Eckhoff L, Knoop AS et al 2013: Breast Cancer Res Treat: persistent CIPN

for 1-3 years in 34% of patients;

Hershman DL, Lacchetti C, Dworkin RH, et al.; J Clin Oncol 2014: 67%-80% persisting CIPN after one year
Ewertz et al.: CIPN, induced by taxanes, persists for several years in about 30% of patients
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What is the consequence of all these facts? What have oncologists to
do?

We need to avoid CIPN grade 2 and 3!

* to make shure that patients can get their oncological therapies without dose reduction
 We should focuse of the life quality for our cancer survivors

Hilotherm ChemoCare: The effective approach to avoid side effects in
oncological therapies



Hilotherm ChemoCare® (HILOTHERAPY®)

Hilotherm device cool water to a specific temperature and pump it round a closed
circuit with cuffs fitted to the part of the body requiring treatment

The device not ice-based and can be used safely for hours at a time without
intervention

Hilotherm ChemoCare” devices work by cooling hands and feet for 30 mins before,
during and 30-60 mins after chemotherapy at a constant controlled temperature

Controlled cooling reduces the amount of chemotherapeutic agents reaching the
extremities (vasoconstriction) and being excreted from the sweat glands in hands
and feet — thus we prevent chemotherapy induced polyneuropathy (CIPN), hand-
foot syndrome and nail toxicities

Treatment is most effective when used from the start of the first chemotherapy
treatment as a preventive measure

If patient has already developed symptoms it will help to stop progression and
improve symptoms but the earlier it is used, the more effective this will be



Hilotherm ChemoCare® (2. generation) — practical use

The application is simple and does not involve much additional effort for the nursing staff

Gloves / slippers fitted to hands and feet of patient
e Cooling temperature at 15°C -17°C as standard

 If patient is uncomfortable with treatment at 15°C this can be increased up to 16°C or 17°C or even
more

* Cooling for 30 minutes prior, during and 30 minutes post chemotherapy treatment

* If patient has any symptoms of CIPN the post chemotherapy cooling is increased to 60 minutes
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Dr. Trudi Schaper pilotstudy (1. generation of gloves /

Efficiency of controlled cryotherapy in prevention of chemotherapy induced peripheral neuropathy

e 151 breast cancer patients Oct 2017-Feb 2019

e 30 mins prior, during, 60 mins post chemotherapy — prophylactic
use

e 10-12°C (start at 10 increase on patient preference)

Highest grade of side effects during treatment:
93.4% (n =141) of the patients grade 0-1 CIPN
5.96% ( n=9) grade 2; 0.66% (n=1) grade 3

EOT (4 wks after treatment) no grade 3,
95,35% (n=142) 0-1; 4,6% (n=7)grade 2;
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Long-term results preventive Hilotherapy®
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2. generation Hilotherapy® 15-17°C
Grade 0-1 Grade 2

90,3% 9,7%

Last treatment 96 % 3,8%

Dr. Athina Kostara GynOnco Dusseldof & Dr. Trudi Schaper data
collection in process (2. generation of cuffs)

(n=103)
Grade 3
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2. generation

+ » E - J/ .

Skin surface is cooled down to about
15-17°C




Grade O
Grade 1
Grade 2
Grade 3

Comparison prophylactic cooling (HILOTHERAPY®)

without Hilotherapy® gloves / slippers
1. generation
10-12°C HILOTHERAPY

last treatment

9.5% 52,3%
45.24% 40,4%
40,5% 6,6%
5,3% 0,6%

gloves / slippers
2. generation
15-17°C HILOTHERAPY
last treatment

65%
31%
4%
0%

With constant cooling (Hilotherapy) 93 — 96% of the patients remain without CIPN symptoms > grade 1.
2. generation of HILOTHERAPY even more effective as 1.generation.
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I_k Current project in Dusseldorf:
S Do we need the post-cooling time with the 2.generation of gloves / slippers?
Groupl: 30 min pre-cooling — cooling during CTX — 30 min post-cooling
Group2: 30 min pre-cooling — cooling during CTX — none post-cooling
AE during treatment in % CIPN grades last treatment in %
1222 92.1 69,3 120
, 97,4
80,0 100 95,4
70,0 80
60,0
50,0 60
40,0
30,0 40
20,0 10,7 20
10,0 L3 - 0 0 26 46 0 0
0,0 0 [ ]
grade 0-1 grade 2 Grade 3 grade 0-1 grade 2 Grade 3
Group 1 (n=38) + post cooling  ®Group2 (n=65) Group 1 (n=38) + post cooling  ®Group2 (n=65)

No significant differences in the results — new standard in Dusseldorf - no postcooling time
95 — 98 % grade 0-1
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* Gynecological oncology Scheibenberg — Dr Rene Schubert
Comparison Hilotherm 12°C Vs ice gloves/boots (Posterpresentation 2019)

* Poliambulanza pilot study 2020 — Breast, ovarian & pancreatic cancer patients: Ester Oneda,
MD1 et al., Innovative approach for the prevention of chemotherapy induced peripheral
neuropathy in cancer patients: a pilot study with the Hilotherm device, the Poliambulanza
hospital experience (2020)

* Poliambulanza study of ovarian cancer patients 2021: Ester Oneda, MD1 et al., Chemotherapy-
induced neurotoxicity in the treatment of gynecological cancers: State of art and an innovative
approach for prevention

e Belgium Hilotherm vs Ice — Early breast cancerﬁatients (2021): Annemarie Coolbrandt et al.
Preventing taxane-related peripheral neuropathy, pain and nail toxicity: a prospective
self-controlled trial comparing hilotherapy with frozen gloves in early breast cancer

* Belgium, Hilotherm Oxaliplatin (2022): Annemarie Coolbrandt et al. A randomized controlled
trial of hand/foot-cooling by hilotherapy to prevent oxaliplatin-related peripheral neuropathy in
patients with malignancies of the digestive system

e Questions



Gynecological oncology Scheibenberg — Dr Rene Schubert
Comparison Hilotherm 12°C Vs ice gloves/boots (Posterpresentation 2019)
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80 patients
40 HilothermChemoCare versus 40 ice gloves/boots
Hilotherapy® more effective than cooling with ice gloves/boots

no grade 3 toxicities with HilothermChemoCare
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Poliambulanza pilot study

Innovative approach for the prevention of chemotherapy induced peripheral neuropathy in
cancer patients: a pilot study with the Hilotherm device, the Poliambulanza hospital experience
(2020)

* 64 patients undergoing chemotherapy for breast, gynaecological or pancreatic cancer. 54
finished all cycles at time of publication.

» Patients with weekly PTX, PTX/Carboplatin and nab-PTX/gemcitabine treatment

* Used Common Terminology Criteria for Adverse Events & European Organisation for Research
& Treatment of Cancer Quality of Life questionnaire

* Hilotherm chemocare administered at 102C for 30 mins prior, during and 60 mins after
chemotherapy

* No patients developed higher than grade 2 CIPN symptoms



Poliambulanza ovarian cancer study

Chemotherapy-induced neurotoxicity in the treatment of gynaecological cancers: state of
art and an innovative approach for prevention (2021)

* Gynaecologic Oncology Group reported approx 20% of ovarian cancer patients treated
with a combination of carboplatin & PTX at 175mg/mq every 3 weeks in first line
therapy experienced grade 2 or higher neuropathy, and this percentage increased
among older patients

* Patients treated at 102C for 30 mins prior, during and 60 mins post chemotherapy

* At the end of 6 cycles of chemotherapy:
e 83.3% grade O
e 8.3%grade 1
* 4.2% > grade 2 (1 patient)

* Hilotherapy has proven to be a safe, well tolerated and effective method of
preventing & treating CIPN



Belgium Hilotherm vs ice study

Preventing taxane-related peripheral neuropathy, pain and nail toxicity:
a prospective self-controlled trial comparing hilotherapy with frozen gloves
in early breast cancer (2021)

* 62 patients, prospective self-controlled study, Patient-reported outcomes (NCI—PRO-CTCAE™ v1.0),
June 2019 — November 2020

 Early breast cancer patients, treated with PTX 80 mg/m? weekly or three-weekly docetaxel 75 mg/m?

* Right hand/foot Hilotherm ChemoCare — 30 mins prior, during and 30 mins post chemotherapy — 10-
129C (patient preference)

 Left hand/foot Peters surgical frozen gloves 15 mins prior, during and 15 mins post chemotherapy
* Incidence of any grade symptoms — Hilotherm 85.5%; frozen gloves 90.3%

* Incidence of >grade 2 Hilotherm 43.6% vs 61.3% frozen gloves

* Patient comfort significantly better with Hilotherm group

* Lower reported patient pain and nail toxicity in the Hilotherm group



Belgium Hilotherm Oxaliplatin vs none cooling

A randomized controlled trial of hand/foot-cooling by hilotherapy to prevent oxaliplatin-related peripheral
neuropathy in patients with malignancies of the digestive system (2023)

e 77 patients, monocentric, open-label phase Il trial, patients with malignancies of the digestive system, May 2021 and
January 2022,

e Patients receiving oxaliplatin-based chemotherapy,

e 39 patients receive continuous cooling of hands and feet (halotherapy) at 11°C during oxaliplatin infusion

e 38 patients with usual care (no cooling)

e the primary endpoint was grade 2 neuropathy-free rate in 12 weeks after initiation of chemotherapy.

e Secondary endpoints included OIPN-related treatment alterations, acute OIPN symptoms and perceived comfort of the
intervention.

* The grade 2 neuropathy-free rate at 12 weeks was 100% in the experimental group versus 80.5% in the control group.

e Patients in the hilotherapy group experienced significantly less acute OIPN symptoms of numbness or tingling, pain
and/or cold sensitivity in fingers or toes as well as less pharyngeal cold sensitivity

Conclusion: In this first study on hand/foot-cooling in oxaliplatin alone, hilotherapy significantly reduced the incidence of
grade 2 OIPN at 12 and 24 weeks. Hilotherapy also reduced acute OIPN symptoms and was generally well tolerated.



I_k Where do we find Hilotherm ChemoCare?
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e Hilotherm ChemoCare® system is used into 6 Genesis Care centres in UK
* GenesisCare first healthcare provider of ChemoCare® in the UK
* Hilotherm ChemoCare® system in 60 Centers in Germany

* Hilotherm ChemoCare® system available in Belgium, Austria, Brasil, Sweden, Swiss,
France, Italy

Ee
of s br Burcombe.

Further Developments
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e Significant improvements to cuff design foIIowin% early trials have led to treatment now
being administered at 15-17°C rather than 10-12°C and a reduction of standard post-
chemotherapy cooling to 30 minutes or none

* On-going trials in Austria due to be published soon, Germany

e Health insurers in several European countries considering cover for Hilotherm

John's story — Hilotherm® ChemoCare allowed me to

ChemoCare® as standard treatment for patients

Aricle

66

ttwas a shock to hear if I didn't try Hilotherm ChemoCare, my CIPN symptoms could
get worse, meaning I'd have to stop chemotherapy or lose all sensation in my feet,
possibly ending up in a wheelchair.
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What is
Hilotherm
ChemoCare?

Hilotherm ChematCare is a cooling therapy used to prevent and manage
chematherapy-induced peripheral neuropathy and hand-fact syndrome. Special
cuffz coal your hands and feet befare, during and after your chematherapy ta 15 -
17*C. This reduces potential damage to your nerves and tissue in those areas, by
slawing the blood fiow and limiting how much chematherapy can reach them.

¥ you're having o type of chematherapy that can couse chemotherapy-indused

peripheral neuropa botherm

ChemsCare alongside your treatment, o we can work an preventing these sid

y & hond-foct syndrome, we'll ofer you

effzcts from the very first stes.

¥ you're already in the middle of your chemott . you can still ben
starting Hilotherm ChemaCare. i's never toa late to start.

Impraving our patients’ ovtcomes and making treatment oz camfortoble oz

possible is important to vz, that's why we're the first UK cancer care provider to

affer Hilotherm ChemcoCare.

Genesis Care and Hilotherm in UK

HILOTHERM.
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rGE nesisCare Patients Healthcare professionals Find o centre  Find a doctor

Cancer care % Benign diseases v Patient support W Clinical triaks » Aboutus W
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Contact us today

¥ you have any questions about chematherapy
related side effects. or Hilotherm ChemaCare, Contact us
contact us today. We're here to help.

What happens
during my
chemotherapy
session?

About 30 minutes before your frestment storts, your chamotherogy nurse
will hels you put on your cocling cuffs and bastz. We'll then begin to <o

your hands and fest 1z araund 15 - 17

It zan taks same getting used to ond might fesl uncamfzrtable to bagin. We
uggest wearing warm, comfartable clathing and tzking parocetamal an
haur beforehand. ¥au can aks bring heat pads and we have hat drinks 5=

helo you during the treatment

¥au'll keep your cufs and bosts on during your treatment to maintain

cacling ot 15 - 7%

Aftar your treatmant finishes your cuffs and basots will nesd to stoy on for 30
minutes. Fyou're already experisncing signs of chemetherapy-induced
perigheral neurcpathy or handfact syndrame this can sometimes xtend to
&0 minutes after your treatment
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John's story - Hilotherm® ChemoCare allowed me to
continue chemotherapy

Article

John wazn"t expecting hiz chemotheraopy to bring on excruc ioting numbness in his feet, o condition known as

chemoth py indeced peripk ] pathy [CIPN). He wos therefore very relieved to occess Hilotherm®

ChemoCare, o cooling therapy only ovailoble in the UK ot GeaesisCare, which helped to slow the progression of his
and all d his ch herapy o continue.

66

It was a shock to hear if | didn't try Hilotherm ChemoCare, my CIPN symptoms could
get worse, meaning 1'd have to stop chemotherapy or lose all sensation in my feet,
possibly ending up in a wheelchair.



https://www.genesiscare.com/uk/patient-support/patient-stories/johns-story-hilotherm-chemocare
https://www.genesiscare.com/uk/patient-support/patient-stories/johns-story-hilotherm-chemocare

l_.k Also available: Scalp cooling to avoid Chemotherapy-induced Alopecia (CIA)

HILOTHERM ChemoCare C1A
Anwendung im Klinik-/

Praxiaiimfeld






"You see yourself in
I_k i the mirror every
- Alopecia during chemotherapy: il S day and feel sicker
now | have than you already
are"

,Now | feel

cancer."

especially in young women, the most feared side effect of

chemotherapy "| don't want my

impairment of body and self-esteem 3 year old

. . . . daughter to have
reduction of quality of life ( Lemieux J. et al. 2008) T oE e
means stigma (Rosman S. et al. 2004), the disease without hair..."

becomes obvious

associated with high negative psychological impact (Choi
et al. 2014)

sometimes represents such a great emotional burden that
the Chemotherapy is refused
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Thank you very much

olon Stk | FRIEROATE

Dr. rer. nat Trudi Schaper

trudi.schaper@luisenkrankenhaus.de oder ISI@senology.de



mailto:trudi.schaper@luisenkrankenhaus.de
mailto:ISI@senology.de

	Folie 1
	Folie 2
	Folie 3
	Folie 4
	Folie 5: Hilotherm ChemoCare® (2. generation) – practical use
	Folie 6
	Folie 7
	Folie 8
	Folie 9
	Folie 10
	Folie 11
	Folie 12: Gynecological oncology Scheibenberg – Dr Rene Schubert Comparison Hilotherm 12℃ Vs ice gloves/boots (Posterpresentation 2019)
	Folie 13: Poliambulanza pilot study
	Folie 14
	Folie 15: Belgium Hilotherm vs ice study
	Folie 16: Belgium Hilotherm Oxaliplatin vs none cooling
	Folie 17
	Folie 18
	Folie 19
	Folie 20
	Folie 21
	Folie 22
	Folie 23

