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Patients > 18 years of age, seen at least once by the Unit and with a MW > 10cm2 were included.

Findings: 90 patients were included, 74.4% female and 25.6% male, with a median age of 64 years [32-92]. The most frequent etiologies were breast cancer (52.2%), sarcomas (12.2%), squamous cell carcinoma ENT (11%) and pelvic cancer (8.9%). The median survival of patients after their first consultation was 5.6 months [95% CI : 4.6 -8.4]. Minor bleedings were observed in 38.9% of situations. Bleedings were significantly higher in malignant fungating wounds (p < 0.01). They were treated by the application of alginate or non-adherent dressings. The presence of at least one minor bleeding significantly increased the risk of more severe bleedings (p < 0.001). Hemorrhagic episodes were reported in 18.9% of patients, and 2.2% of patients died as a result of these bleeding episodes. Hemorrhages were fully controlled by hemostatic dressings in 70.6% of cases. The appearance of bleeding (minor or hemorrhagic) was significantly associated with survival (p < 0.001).

Interpretation: MWs with bleedings appear to be associated with a poor prognosis and could be a reason for early palliative care even if the patient's general condition is preserved.

Palliative care must incorporate wound care skills in order to provide the most appropriate solutions to this anxiety-provoking symptom.

Funding: None

The problem of malignant wounds bleeding is mainly described in the context of palliative situations. [START_REF] Grocott | The palliative management of fungating malignant wounds[END_REF][START_REF] Tilley | Palliative Wound Care for Malignant Fungating Wounds: Holistic Considerations at End-of-Life[END_REF] The frequency of haemorrhagic episodes in these wounds is poorly documented, with no precise description according to whether the bleeding is minor or major. The evaluation of their impact on the physical and mental state and the survival of patients already weakened by cancer is also poorly documented. The quality of care is impaired by the lack of recommendations on what to do depending on the type of bleeding. [START_REF] Schmidt | Nursing team knowledge on care for patients with fungating wounds[END_REF][START_REF] Tsichlakidou | Intervention for symptom management in patients with malignant fungating wounds-a systematic review[END_REF][START_REF] Gaertner | Effect of specialist palliative care services on quality of life in adults with advanced incurable illness in hospital, hospice, or community settings: Systematic review and meta-analysis[END_REF] However, a large number of solutions are proposed in the case of haemorrhages in acute wounds (traumatic, surgical) or chronic wounds (bedsores, ulcers, diabetic foot wounds). [START_REF] Hickman | Biomaterials and Advanced Technologies for Hemostatic Management of Bleeding[END_REF][START_REF] Chiara | A systematic review on the use of topical hemostats in trauma and emergency surgery[END_REF] Malignant wounds are secondary sites of primary cancers evolving as skin metastases or ulcerated primary skin tumours, especially if there is a delay in their management. [START_REF] Dolbeault | Psychological profile of patients with neglected malignant wounds: A qualitative exploratory study[END_REF] They are characterized by infiltration of the dermis (induration, orange peel, erythema) or the appearance of subcutaneous nodules which evolve over a variable period of time into skin ulcerations. The prevalence of tumour wounds, all locations combined, is estimated to be between 5% and 10% depending on the studies. [START_REF] Clark | Metronidazole gel in managing malodorous fungating wounds[END_REF][START_REF] Lookingbill | Cutaneous metastases in patients with metastatic carcinoma: A retrospective study of 4020 patients[END_REF][START_REF] Alexander | Malignant fungating wounds: epidemiology, aetiology, presentation and assessment[END_REF] A study carried out in Switzerland in 2009 estimates the prevalence of tumour wounds at 6.6% among people with metastatic cancer.

The most frequent locations are the breasts, the ENT sphere, the groin fold or the axillary hollow, genital lesions, followed by the trunk or abdomen. [START_REF] Alexander | Malignant fungating wounds: epidemiology, aetiology, presentation and assessment[END_REF] They can develop in different ways: externalize themselves to the skin like a fungus (so called "fungating wounds"), spread superficially or dig and cause cavities, sometimes deep. [START_REF] Grocott | The palliative management of fungating malignant wounds[END_REF] Malignant wounds are a direct result of the oncogenic process. Their evolution does not depend on care, but on this oncogenic process, on anti-cancer treatments delivered and on the patient's response to these treatments. Care therefore aims to control the symptom issues linked to the wound (e.g. flows, odours), to prevent risks (haemorrhagic, infectious) or more rarely, to accompany the healing process if possible. [START_REF] Adderley | Topical agents and dressings for fungating wounds[END_REF][START_REF] Maida | Wound management in patients with advanced illness[END_REF] When it grows, the tumour is highly vascularised due to neoangiogenesis. This blood circulation within the tumour mass is anarchic, as is the development of the tumour itself. As a result, the tumour tissue that makes up the wound is friable and can bleed easily, which differentiates it from other chronic wounds. In addition, the mass can invade and damage vessels or exert enough pressure to rupture them. But the risk of bleeding can also be increased by the general evolution of the disease. Hepatic damage can lead to hepatocellular failure, resulting in a clotting factor deficiency that increases the risk of bleeding. Acute or chronic renal failure can lead to a disorder of platelet function. Tumour infiltration into the bone marrow may increase the risk of thrombocytopenia. Procoagulant activity in solid tumours may increase fibrinolysis and lead to clotting disorders. Similarly, disseminated intravascular coagulation (DIC), which is associated with certain solid tumours, can cause haemorrhage through consumption of platelets and clotting factors. [START_REF] Pereira | Management of Bleeding in Patients with Advanced Cancer[END_REF] These wounds are often described as complex to manage because of the symptom issues they induce and their impact on the patient's general condition and quality of life. A study conducted in Canada in 2005 -2006 on 472 patients in the palliative phase reported that 67 patients had malignant wounds, including the presence of nodules and induration in 33% of cases. [START_REF] Maida | Symptoms Associated with Malignant Wounds: A Prospective Case Series[END_REF] In this study, the consequences related to the presence of these lesions most frequently found were: pain (31%), mass effect (24%), aesthetic impact (19%), exudate (17.9%), odor (11.9%), pruritus (6%), bleeding (6%) and crusting (1.5%). [START_REF] Maida | Symptoms Associated with Malignant Wounds: A Prospective Case Series[END_REF] These results are consistent with other observations in smaller patient cohorts. Nevertheless, when wounds are ulcerated (excluding nodules or skin indurations), odours and bleeding are more frequently reported symptoms. [START_REF] Grocott | The palliative management of fungating malignant woundsgeneralising from multiple-case study data using a system of reasoning[END_REF][START_REF] Fromantin | A prospective, descriptive cohort study of malignant wound characteristics and wound care strategies in patients with breast cancer[END_REF] Not all of these symptom issues are present at the same time and bleeding is not the most frequent event.

This relatively low frequency of bleeding on a wound with a low prevalence (compared to other chronic wounds) may explain the lack of data on the hemorrhagic malignant wound, in addition to the difficulty to conduct prospective clinical trials in patients in palliative or terminal phase of cancer.

In 2009, Alexander S published a review of the literature on malignant fungating wounds, covering the period 1990-2009. It concludes that people with this type of wound have a poor prognosis and a reduced life expectancy (< 6 months). [START_REF] Alexander | Malignant fungating wounds: epidemiology, aetiology, presentation and assessment[END_REF] However, the author underlines that with the progress of treatments and the increase of cancer patients' life expectancy, the proportion of patients with a malignant wound can only increase.

The impact of bleeding associated with malignant wounds on the patient's general condition and anxiety seems to call for more attention to be paid to them in order to progress towards the formulation of hypotheses and effective procedures.

Method

Retrospective study based on the computerized medical records of patients monitored by the Research and Wound Care Unit (RWCU -nurse's unit) at Curie Institute, Paris, between 2017 and 2018. Patients > 18 years of age, seen at least once by the RWCA and with a malignant wound > 10cm2 were included. Demographic data, cancer type and localization, wound aspect, anti-cancer treatments, wound care, supportive care and treatment were all collected in a Case Report Form. Quantitative data were described using median with IQR. Qualitative data were described by numbers of values with the associated percentages; missing data were not taken into account in the percentages. Median follow-up and Overall Survival (OS) were estimated using the Kaplan-Meier method. OS was defined as the time from the care at RWCU to the death, patients alive at last follow-up were censored at this time. Cox regression models were computed to identify risk factors of deaths or bleeding. Time to bleeding or hemorrhage is defined as the delay from care at RWCU to first bleeding. Patients without bleeding event are censored at date of last follow-up. Considering that bleeding is an effect happening over the time, OS according to bleeding was done using a Cox model with a time dependent effect. Results 90 adult patients with malignant wounds > 10cm 2 , of which 74.6% were women and 25.6% men, were followed by RWCU between 2017 and 2018. Their median age was 64 years [32-92]. They were followed up between March 2 nd , 2015 and August 13 th , 2019, taking into account the fact that patients were sometimes treated as soon as subcutaneous nodules or skin infiltration by the tumor appeared, before their wounds reached >10cm 2 , and the median follow-up is 17.7 months [min: 0.0 -max: 42.5].

52.2% had breast cancer, of which 27.8% had triple negative breast cancer. 12.2% had sarcomas, 11.1% had squamous cell carcinoma of the ear, nose and throat (ENT), 8.9% had pelvic cancer and 5.7% had lymphoma. The remaining 8.8%were lung cancer (3.3%), melanoma (2.2%), angiosarcoma (2.2%), neuroblastoma (1.1%). 72.2% of patients had metastatic cancers and 13.3% had neglected malignant wounds (we call patients with neglected wounds those who came with delay at their first medical consultation with an advanced untreated malignant wound 8 .) at their arrival (Table 1).

When first treated by RWCU, 77.8% of patients were considered palliative and 1.1% were considered terminal. However, only 6.7% of patients were in treatment discontinuation and 61.1% had a ECOG Performance Status of 0 or 1. The median survival of these patients after their first consultation was 5.6 months [95% CI: 4.6 -8.4] (Fig. 1).

Minor, low-intensity bleeding was observed in 38.9% of situations (Fig. 2). They were most often punctual (40%), then occasional in 25.7% of cases and frequent in 34.3% of cases. They occurred in 80% of cases during dressing changes. Occasional and frequent bleeding was significantly higher (p = 0.03) when an alginate dressing was applied to the wound. Wound progression was clinically observable in 85.7% of these situations. Minor bleeding was significantly higher on fungating wounds (p < 0.01), in breast cancers (p= 0.02) and when patients were considered palliative or terminal (p = 0.03) (Table 2). The presence of at least one minor bleeding significantly increased the risk of more severe bleeding (p < 0.001).

The occurrence of minor bleeding prompted the issuing of a first aid kit in 51.4% of situations, so that the patient would have hemostatics available in case of hemorrhage at home.

More abundant or life-threatening bleeding episodes were noted in 18.9% of patients, mostly on fungating wounds (76.5%) (excluding : nodules / induration, zosteriform tumor), compared to malignant ulcers sub-categories comprising superficial malignant wounds (11.8%) and cavity wounds (35.3%) (photos not available as taking a picture is not a priority in these situations). These episodes occurred in 64.7% of cases during care. All the patients concerned were in progression of their disease and of their wound at the time of this episode. 29.4% of the patients had a ECOG at 0 and 1, 29.4% had a ECOG at 2, 35.3 at 3 and 1 patient (5.9%) had a ECOG at 4. The abundance of haemorrhages was estimated in average in 41.2% of situations, high in 41.2% of situations, and life-threatening in 17.6% of cases, i.e. 3 patients. 11.8% of the patients (i.e. 2 patients) died within 48 hours of the haemorrhage. The two patients who died were suffering from squamous cell carcinomas of the ENT, had stopped specific treatments and had cavitating malignant wounds. They each had two hemorrhagic episodes within 24 hours and died as a result of respiratory distress with probable inhalation of bleeding. These haemorrhages were fully controlled in 70.6% of cases, partially controlled in 23.5% of cases and uncontrolled in 5.9 of cases (i.e. 1 patient). Haemostasis was obtained by applying alone or in combination: hemostatics (Pangen  , Surgicel  Fibrillar) in 76% of situations, adrenaline in 17.7% of situations, crushed ice in 11.8% of cases. In 49% of the situations, compression was associated. Following these episodes, hemostatic radiotherapy was performed in 35.3% of situations.

The appearance of bleeding (minor or hemorrhagic) is significantly associated with survival (p < 0.001). (Table 3)

Discussion

These results show the pejorative impact of malignant wounds and the appearance of bleeding on patient survival; with particular vigilance when the patient presents a malignant fungating wound. In terms of care, bleeding (even minor) could be a criterion motivating the implementation of systematic palliative care even if the patient's general condition was preserved. In fact, 61.1% of patients with an ulcerated malignant wound had a ECOG of 0 or 1 at the start of their treatment, which did not always motivate the integration of a palliative approach or the intervention of a palliative care team. The benefits of early palliative care in oncology have been the subject of various studies [START_REF] Gaertner | Effect of specialist palliative care services on quality of life in adults with advanced incurable illness in hospital, hospice, or community settings: Systematic review and meta-analysis[END_REF][START_REF] Vanbutsele | The effect of early and systematic integration of palliative care in oncology on quality of life and health care use near the end of life: A randomised controlled trial[END_REF] . However they have been adjusted by other studies that emphasize the need for specific indications (and indicators). [START_REF] Groenvold | Randomised clinical trial of early specialist palliative care plus standard care versus standard care alone in patients with advanced cancer: The Danish Palliative Care Trial[END_REF][START_REF] Haun | Early palliative care for adults with advanced cancer[END_REF] The conclusions of the randomised controlled trial by Vanbutsele G. et al, published in the Lancet Oncology in 2018 are particularly interesting since the 186 patients included were > 18 years old, with advanced cancer, a PS 0-2 and an estimated life expectancy of 12 months; therefore criteria close to those of patients with malignant wounds. [START_REF] Vanbutsele | Effect of early and systematic integration of palliative care in patients with advanced cancer: a randomised controlled trial[END_REF] The authors conclude that the findings of this study show that early and systematic integration of palliative care is more beneficial for patients with advanced cancer than palliative care consultations offered on demand. Oncologists and specialized palliative care teams (including specialized nurses and nutritionists) should work together to enhance the quality of life of patients with advanced cancer.

The identification of criteria as precise as the appearance of bleeding on a malignant lesion could make it possible to anticipate particularly difficult situations and target palliative care units integrating efficient wound care teams, with the objective to improve the quality of responses given to patients and their families. Training actions for palliative care teams would enable them to optimize their reactivity and to think of more effective solutions in the presence of bleeding or in the presence of a risk of an haemorrhage.

To date, the hemostatics used are those recommended to stop bleeding in any haemorrhagic wound (Table 4) without taking into account the singularities of malignant wounds. These wounds are distinguished from other wounds by an extremely friable granulation tissue, hence the high frequency of bleeding on dressings removal. This characteristic is a clinical sign in favour of wound cancerisation (e.g. marjolin ulcer). Therefore, even poorly adherent products can cause bleeding on dressing removal, even hemostatic ones.

Alginate is the most recommended hemostatic dressing in the literature for chronic wounds in the event of bleeding. [START_REF] Vaneau | Consensus panel recommendations for chronic and acute wound dressings[END_REF] However, the results of this study show that bleeding is significantly more frequent (p = 0.03) with alginate than with primary non-traumatic interface type dressings (whether or not associated with an absorbent dressing) or hydrofibre dressings which jellify completely on contact with exudates. This result should be interpreted with caution as the duration and frequency of follow-up varies in this retrospective study. They are nevertheless consistent with the results of a prospective study carried out in the RWCU unit on 32 malignant wounds with a surface area > 100cm2, followed over a period of 42 days. [START_REF] Fromantin | A prospective, descriptive cohort study of malignant wound characteristics and wound care strategies in patients with breast cancer[END_REF] Alginate was effective on malignant wounds with spontaneous bleeding, but dressings nontraumatic on removal appeared to be more effective in preventing bleeding at dressing changes. [START_REF] Pereira | Management of Bleeding in Patients with Advanced Cancer[END_REF][START_REF] Seaman | Management of Malignant Fungating Wounds in Advanced Cancer[END_REF]24 In addition, many hemostatic dressings are only available in small sizes (Surgicel, Surgicel  fibrillar, Pangen  ), whereas tumour wounds can be large in volume and bleeding uncircumcised to a vessel. The QuikClot  pad and Celox  Gauze used in pre-hospital settings (military and civilian) on traumatic wounds could be interesting options against haemorrhagic malignant wounds because of their presentation (bandage, large pad) and the absence of disintegration facilitating their removal.

Despite the evolution of anti-cancer treatments and care, the survival of patients with malignant wounds appears to be relatively similar in this study to that estimated in the literature 10 years ago. [START_REF] Alexander | Malignant fungating wounds: epidemiology, aetiology, presentation and assessment[END_REF] This observation should be taken with caution since malignant wounds are mainly described in the literature by their location and not by their anatomopathological characteristics, with no information on their time of occurrence in relation to the date of initial cancer diagnosis and to the treatments received. Time of appearance is also one of the limitations of this retrospective study. This highlights the lack of precise data on these skin metastases, and therefore the poor possibilities of developing therapeutic perspectives (curative or palliative) apart from isolated techniques which have not yet proved their effectiveness, such as isolated limb perfusion on sarcomas (ulcerated or not). [START_REF] Neuwirth | Isolated Limb Perfusion and Infusion for Extremity Soft Tissue Sarcoma: A Contemporary Systematic Review and Meta-Analysis[END_REF] It is to be hoped that precision medicine with advances in biological and genetic techniques will make it possible to reduce the prevalence of malignant wounds in some subtypes of cancer, or to prolong the survival of patients when they occur.

Conclusion

Malignant wounds with minor or hemorrhagic bleeding appear to be associated with a poor prognosis and could be a reason for early palliative care even if the patient's general condition is preserved. Such palliative care settings must incorporate wound care skills in order to offer patients the most appropriate solutions to this anxiety-provoking symptom. Prospective work would enable to better characterize malignant lesions and to make recommendations. 
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Table 1 :

 1 Characteristics of patients at inclusion with malignant wound (ulcerated) > 10cm2

	n (90)	%

Table 2 :

 2 Factors related to the presence of minor bleeding in malignant wounds. Results of multivariate cox model.

		n	HR	IC95%(HR)	pvalue
	Cancer type				
	Other cancers	43	1		
	Breast	47	0.44	[0.22 ; 0.9]	0.02
	Disease status				
	Curative	20	1		
	Palliative/Terminal	70	2.88	[1.09 ; 7.65]	0.03
	Fungating wounds				
	No	43	1		
	Yes	47	2.6	[1.27 ; 5.34]	<0.01

Table 3 :

 3 Impact of bleeding (minor and hemorrhagic) on survival in patients with a malignant wound > 10cm2

Result of time dependent Cox model for OS

  

		HR	IC95%(OR)	pvalue
	All bleeding			<0.001
	No	1	
	Yes	2.29	[1.42 ; 3.72]

Table 4 :

 4 Dressings and hemostatic solutions for use on bleeding wounds

	Hemostatic dressings	Trade Name	Mechanisms of action	Use
		(Non exhaustive)		
	Alginate 14,23,26-29	Algostéril ® ,	Release of calcium ions from	Used for acute and chronic
	(Algae fiber synthesis)	Kaltostat ® , Biatain	the alginate in the presence of	wounds, draining and
		Alginate ®	sodium ions from blood and	absorbent hemostatic
			exudates=> activation of	dressing
			platelets and acceleration of	
			fibrino formation	

Based on porcine gelatine [START_REF] Pereira | Management of Bleeding in Patients with Advanced Cancer[END_REF][START_REF] Seaman | Management of Malignant Fungating Wounds in Advanced Cancer[END_REF][START_REF]Recommendations for the Care of Patients with Malignant Fungating Wounds EONS EDUCATION[END_REF][START_REF] Harris | Management of Terminal Hemorrhage in Patients With Advanced Cancer: A Systematic Literature Review[END_REF] (Collagen degradation product) Surgifoam ® , Gelfoam ® Forms a gelatinous barrier that will fill the wound and stop the bleeding.

In the form of a bioabsorbable sponge or powder, to be avoided if infectious signs are present. Oxidized cellulose [START_REF] Pereira | Management of Bleeding in Patients with Advanced Cancer[END_REF][START_REF] Seaman | Management of Malignant Fungating Wounds in Advanced Cancer[END_REF][START_REF]Recommendations for the Care of Patients with Malignant Fungating Wounds EONS EDUCATION[END_REF][START_REF] Emmons | Palliative wound care, part 2: Application of principles[END_REF] (Oxidized regenerated cellulose) Surgicel ® , Curacel ® , Tabotamp ® Gelatinous material assisting in the formation of a clot.

Promotes adhesion and degradation of platelets

Used in surgical procedures to assist in the control of capillary, venous, and small arterial haemorrhage when ligation or other conventional methods of control are impractical or ineffective Collagen [START_REF] Pereira | Management of Bleeding in Patients with Advanced Cancer[END_REF][START_REF] Seaman | Management of Malignant Fungating Wounds in Advanced Cancer[END_REF][START_REF]Recommendations for the Care of Patients with Malignant Fungating Wounds EONS EDUCATION[END_REF] Pangen ® , Avitene™, Ultrafoam™, Pahacel ®

Helping to form a fibrin clot (primary hemostasis)

Used when bleeding control is ineffective and impractical by ligature or other conventional means. It can be used to stop capillary, venous, or arteriolar haemorrhages. Fibrine Sealant [START_REF] Pereira | Management of Bleeding in Patients with Advanced Cancer[END_REF] Tisseel™, Evicel ® ,Tachosil ® Surgical adhesive composed of fibrinogen and human thrombin.

Mainly used in surgery.

Gelatin with thrombin 26

Floseal ® gel Hemostatic gel, gelatin matrix + human thrombin.

Mainly used in surgery.

Kaolin impregnated compress 31

Quicklot ® Contact hemostatic: activation of coagulation factors 12 and 11

Used in trauma emergencies by firefighters and the militaries. Chitosan-based compress [START_REF] Welch | Systematic review of prehospital haemostatic dressings[END_REF] Celox™ Gauze ChitoGauze ® Pro Xstat ®

Accelerates blood clot formation

Used in trauma emergencies by firefighters and the militaries

Hemostatic solutions

Epinephrine 2,14,23,24,26,28- 30 

Adrénaline®

Vasoconstrictive effect Spraying on the bleeding wound or applying soaked compresses Silver Nitrate [START_REF] Tilley | Palliative Wound Care for Malignant Fungating Wounds: Holistic Considerations at End-of-Life[END_REF][START_REF] Pereira | Management of Bleeding in Patients with Advanced Cancer[END_REF][START_REF] Seaman | Management of Malignant Fungating Wounds in Advanced Cancer[END_REF]24,[START_REF]Recommendations for the Care of Patients with Malignant Fungating Wounds EONS EDUCATION[END_REF][START_REF] Emmons | Palliative wound care, part 2: Application of principles[END_REF][START_REF] Harris | Management of Terminal Hemorrhage in Patients With Advanced Cancer: A Systematic Literature Review[END_REF] Silver nitrate pencil SALVA®

Cauterization

Only on small to moderate bleeding in a small area. [START_REF] Tilley | Palliative Wound Care for Malignant Fungating Wounds: Holistic Considerations at End-of-Life[END_REF][START_REF] Pereira | Management of Bleeding in Patients with Advanced Cancer[END_REF][START_REF] Seaman | Management of Malignant Fungating Wounds in Advanced Cancer[END_REF]24,[START_REF]Recommendations for the Care of Patients with Malignant Fungating Wounds EONS EDUCATION[END_REF][START_REF] Hulme | Guidelines on the management of bleeding for palliative care patients with cancer[END_REF][START_REF] Emmons | Palliative wound care, part 2: Application of principles[END_REF][START_REF] Harris | Management of Terminal Hemorrhage in Patients With Advanced Cancer: A Systematic Literature Review[END_REF] Ulcar® Ulcer protection Used in gastric ulcers, prevention of digestive bleeding Tranexamic acid 24,[START_REF]Recommendations for the Care of Patients with Malignant Fungating Wounds EONS EDUCATION[END_REF][START_REF] Hulme | Guidelines on the management of bleeding for palliative care patients with cancer[END_REF] Exacyl® Anti fibrinolytic For local application or systemic treatment. 

Sulcralfate paste

Zinc chloride paste