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Cachexia: Definition

Ralph et al, Dermatol online 2020

Not just an end stage issue!



ESMO Cachexia guidelines 2021

Arends et al, 2021

Cachexia: Definition



Weight loss and cachexia are common in 
upper GI patients

Gillmore et al 2022



Weight loss and cachexia are common in upper GI 
patients?

• 70-80% of mOG patients have weight loss at baseline

• 60-70% of patients presenting to the Christie had lost >10% body 
weight prior to presentation



Weight loss as a prognostic factor

Martin et al. 2015

Large international study
>8000 cancer patients
>400 OG pts



Weight loss as a prognostic factor

Weight loss is present even in OG patients who are responding to chemotherapy and effects prognosis

Steele et al (manuscript in preparation)



.Mansoor W, et al.2021.

Post-hoc analysis of three, 
Phase 3, 2nd line 

chemotherapy trials.

Patients categorised 
according to weight loss of < 

or ≥3% during 
1st cycle of chemotherapy.

Weight loss as a prognostic factor



Alternative measures to weight loss: Anorexia

1 I have a good appetite 0 1 2 3 4

2 The amount I eat is sufficient for my needs 0 1 2 3 4

3 I am worried about my weight 4 3 2 1 0

4 Most food tastes unpleasant to me 4 3 2 1 0

5 I am concerned about how thin I look 4 3 2 1 0

6 My interest in food drops as soon as I try to eat 4 3 2 1 0

7 I have difficulty eating rich or ‘heavy’ foods 4 3 2 1 0

8 My family or friends are pressuring me to eat 4 3 2 1 0

9 I have been vomiting 4 3 2 1 0

10 When I eat, I seem to get full quickly 4 3 2 1 0

11 I have pain in my stomach area 4 3 2 1 0

12 My general health is improving 0 1 2 3 4
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182 patients with advanced uGI cancer according to baseline 
anorexia status as assessed by the FAACT C/S score. 

69% anorectic, 31% non-anorectic, mOS 6.7 months vs 19.3.



Alternative measures to weight loss: Sarcopenia



Additional measures to weight loss: Sarcopenia



• More aggressive disease biology?

• Increased toxicity on chemotherapy?

• Inability to get patients on to later line therapies?

Why is Cachexia a prognostic factor?

Takashima et al  2017

• Progression-free survival is shown in dark color and post-progression survival in light color
• Increased proportion of patient getting second line therapy (69–85% vs. 11–59%)



Causes: Cachexia/Sarcopenia in malignancy is multifactorial, 
weight loss alone is not enough information

• All 3 may be effected by the primary malignancy in a paraneoplastic manner 
or by local effects and may be worsened by chemotherapy



All new patients 
attending upper GI 

clinics

Cohort A

Undergo baseline 
dietetic and body 

composition 
assessments as part of 

standard of care 
practice

Continue in Cohort A

Cohort B
Undergo CPET testing at 
baseline in addition to 

standard of care 
assessments

Continue standard of 
care assessments and 

treatment

Cohort C
Undergo  gut hormone 
assessment in addition 

to standard of care 
assessments

Healthy controls 
invited to 

participate
Cohort D

Undergo  gut hormone 
assessment in addition 

to standard of care 
assessments

Follow-up call

ANCHOR study: Detailed baseline characterisation of OG patients to identify the relative 
contributions of causes of cachexia



ANCHOR: Anorexia and dysphagia overlap to a large 
degree but are also seen independently



Anchor: Patients with multifactorial weight 
loss do worst 



What interventions do we have available?



Anorexia: Dietician support

EFFORT: prospective, multi-centre RCT, 
protocol-guided individualised nutritional support 

(intervention group) vs standard hospital food (control 
group) regarding mortality at 30-day (primary endpoint) 

and other clinical outcomes in cancer patients.2

19
Lu et al 2021, Bargetzi et al 2021

Prospective Phase 3 RCT of 
early supportive care 

vs standard care, 
328 patients with GO cancer 

receiving chemotherapy, 
dietician and psychology 

support received q3w 
through treatment.1



Anorexia: Appetite stimulants, Dex or Megesterol

• *Note participants that failed to achieve a response 
at the end of each treatment period ceased 
treatment and underwent a follow-up visit.

Megestrol acetate 480 mg/day 
(n=61)

Dexamethasone 4 mg/day
(n=67)

Placebo
(n=62)

% N assessable % N assessable % N assessable

Week 1 79.3 58 65.5 58 58.5 53

Week 2* 92.5 40 96.9 32 78.9 19

Week 3* 89.7 29 100.0 28 100.0 12

Week 4* 100.0 22 100.0 20 100.0 10

Megestrol acetate Dexamethasone Placebo P value

Weight responders, % 87% 74% 85% 0.2417

Change from baseline in FACT-
G* Total Score, 

mean (SD)
− 2.1 (3.4) − 4.8 (3.4) − 0.8 (3.4) 0.576



Other therapeutic targets?



Summary and future research directions

• Nutritional pathology in oesophagogastric cancer effects the vast 
majority of patients, is associated with poor prognosis and is 
multifactorial

• Dietician input is essential but its exact form needs clarifying (timing 
of reviews, advice  given, supplements offered)

• But nutrition supplementation can only take us so far we need to 
address the underlying pathology
• Multimodal biomarker driven approach, nutrition, resistance training, anti 

inflammatory, appetite stimulants



Thank you for listening!


