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News Round Up

Hello everybody. We have had an interesting mixture of
weather this summer. Sometimes it has been baking hot,
sometimes chilly, sometimes very wet. But we have been
luckier than some other countries where there have been
forest fires, torrential floods and similar horrors. It has
been suggested this is due to climate change brought
about by our ever-increasing use of fossil fuels, and a
number of measures to counter this have been proposed.
Let us hope we are not too late. Looking on the brighter
side | have noticed an increase in the number and varie-
ties of butterflies, dragonflies etc this year, and the prac-
tice of not cutting roadside verges and allowing wild flow-
ers to grow is most pleasing to the eye. Steps in the right
direction | think.

We have had a number of positive responses to our
online Newsletter, and several people have said they are
pleased to continue donating to reMEmber even though
they no longer receive a printed Newsletter. For example,
Katy Miles of Bexhill wrote to inform us of her new ad-
dress and added ‘I shall continue with my standing order
to support the good work you are doing”. Katy has been
a member of reMEmber for many years now, and it is
always good to hear from old friends. Let us know what
interesting things you are doing and we will be pleased to
include them in our Newsletter.

The future work of reMEmber
We will certainly use the money we receive to provide
help and advice to CFS/ME sufferers and their carers,
and we will continue to campaign for better services for
them. We have recently set out the case for improved
services in a paper to Forward-ME, and it will be posted
on the Forward-ME website. We reproduce the paper
below.

observations on

1. These services were set up more than ten years ago
but there has been no national review of them. The mod-
el was not to our liking from the start. Our preferred
model would have been along the lines of that formerly
run by Professor Tony Pinching at Barts, with a consult-
ant who would see all patients referred to the service,
who could prescribe medicines, and backed up by a
small team of experts eg occupational therapist, commu-
nity nurse.

2. There is not comprehensive coverage. Some places
have never had a ME/CFS service. In other places
there was once a service which has now closed down.
We believe that there is no service at all in Wales and
not much in Scotland.

3. Some clinics have no doctor attached. In others
there is a doctor but he or she may be only part-time.
GPs with a Special Interest have been shown not to be
the answer; patients need to see an expert doctor, but
many do not see a doctor at all at their ME/CFS clinic.

4. The deficiencies in these services were highlighted
in two important reports in 2017. “Specialist treatment
of CFS/ME; a cohort study among adult patients in
England” by Bristol University found that two-thirds of
patients seen by those services reported, after one
year, that their condition was only a little improved, un-
changed or worse. Five years after being seen 85% of
these patients reported they still had CFS/ME, 9% said
they were uncertain and only 5% said they no longer
had the condition.

5. The second study “Spotlight on specialist services;
UK healthcare for people with ME”, produced by Action
for ME found that less than half of the Clinical Commis-
sioning Groups (CCGs) and their equivalents in North-
ern Ireland, Scotland and Wales commissioned a spe-
cialist service for CFS/ME and less than a third record-
ed any data on how many people in their area had the
illness.

6. Early, accurate diagnosis is essential, but patients
are not seen early enough and there is a high rate of
misdiagnosis by GPs (40% at Newcastle and Barts for
example)

1. Meny ééBtresChav@ nc domiciliarg seviceionprovi-
sion for the severely affected who cannot get to an out-
patient facility. There is nowhere with an in-patient fa-
cility for ME/CFS patients and the ME/CFS clinics do
not provide for children with the iliness.

8.Therapy in the centres is almost entirely CBT and
GET (because of NICE and PACE). There are some
exceptions; when Dr Amolak Bansal (Immunologist)
led the South West London and Surrey service they
offered Vitamin B12 by injection, Vitamin D3, mindful-



ness meditation, hormones including melatonin for sleep
disorders, antivirals, antibiotics and Pacing — the thera-
py preferred by most ME/CFS people. A key point was
that these therapies were offered on a personalised ba-
sis (not “one size fits all’). We attended their tenth birth-
day party in 2016; a number of past patients were there,
and all said how improved they felt in mind, body and
spirit — they knew they were not cured but they were
able to manage their condition much better.

9. reMEmber has, on a number of occasions, brought
these shortcomings to the attention of the DHSC and
NHS England. Sir Nicholas Soames, when an MP, and
the Countess of Mar have both asked Questions on our
behalf in Parliament, but the answer is always the same
- that provision for CFS/ME is a matter for the local Clin-
ical Commissioning Groups (CCGs). Our attempts to
engage CCGs on this subject have been unsuccessful;
looking at ME provision seems to be very low down on
their list of priorities.

10. However, with the re-organisation of Forward-ME
and with the new NICE Guideline in mind, now may be a
good time to focus the UK Health Departments once
more on this subject. A united Forward ME would carry
much more weight than an individual charity. We sug-
gest pressing for a thorough review of the ME/CFS ser-
vices within the NHS with a view to establishing a com-
prehensive, nationwide service. reMEmber recom-
mends:-

A) All patients to be examined by an expert consultant
physician

B) Prompt, accurate diagnosis
C) A domiciliary service for the severely affected

D) A dedicated service for children and young people
with ME/CFS.

E) Multi-disciplinary teams in all centres

Next steps

We would like to see the UK Health Departments set up
a nationwide service of the kind we have described.
And, as we explained in our Summer Newsletter, if we
could raise the money we would like to establish an ex-
emplar service. This could consist of, for example, a
consultant physician, a specialist nurse and support
staff. These would be highly trained, highly motivated
people whom patients could visit for diagnosis, treat-
ment and advice, but who might also make domiciliary
calls where these are seen to be necessary. We are
continuing to investigate possible sources of funding for
such a project.

A new professbhontadr Howiyt h
Launched in June, Doctors with ME is described as “a
global professional association for medical practitioners,
scientists and researchers in the field of myalgic en-
cephalomyelitis”.

It consists of “the leading international experts in the
field of post-viral disease and related conditions”. These
include Professor Derek Pheby, Professor Chris

Ponting, Dr Karl Morten of Oxford, Dr Charles Shep-
herd, Dr David Strain of Exeter, Dr Nigel Speight
(paediatrician) and Tom Kindlon of the Irish ME/CFS
Association (researcher) as well as distinguished pro-
fessionals in the United States.

Doctors wMibBsM&n Statement
“To improve patient outcomes worldwide by empower-
ing doctors, scientists and policy makers with up-to-date

practices and scientific rigour, fostering collaboration
between professionals, the industries they serve and
patients”.

Their Vision

“To build a future where every surgery, hospital agency,
insurance provider and employer is enabled with accu-
rate information that supports their patients, clients,
shareholders and wider stakeholders”. They have also
added the following statement; “ME is one of the great
public health challenges of our age, unusually disabling,
misunderstood and maligned. The evidence is that both
diagnosis and management are too often driven by lack
of medical knowledge and misconceptions”.

Further points

Doctors with ME have put out a position statement sup-
porting the removal of Graded Exercise Therapy (GET)
from the draft NICE Guideline. Dr Nina Muirhead has
urged patients who have supportive doctors to ask them
to join Doctors with ME. IF YOU HAVE A SUPPORTIVE
GP, PLEASE DO THIS.




A statement from the Count

j ect

In the 25 years that | have been working with people
with ME the one wish that unites them all is that they
should be listened to and believed.

At last, the tide seems to be turning. Real money is be-
ing invested in biomedical research here in the UK and
in the USA. This is being conducted by people who ear-
nestly want to find cause and cure for this awful dis-
ease. Since | founded Forward-ME in 2008 with a core
group of the major ME charities and individuals who
have a particular interest and influence in the ME world
we have been able to show that people with ME are
able to work together amicably to achieve their goals.
Our main objective has been the redrafting of the 2007
NICE Guideline for CFS/ME. The draft, published in No-
vember 2020, was a huge step forward. We had antici-
pated that there might be a backlash from those with an
interest in maintaining the current guideline. With the
leadership of the new Chair of Forward-ME, Andrew
Morris, we are aware of the need for an alternative influ-
ential view.

| am truly heartened by the formation of Doctors with
ME. Their appearance has been like a dream come true
for me. They have the understanding and drive to take
ME into the world of real medicine based on the founda-
tion of their personal experiences, knowledge, and abil-
ity to communicate. Thanks to them, | am sure that very
soon people with ME will feel as positive as | do about
their own future. It may take a while to complete the
transformation, as entrenched views need to be coun-
tered, but it will happen.
Margaret Mar
(Countess of Mar)

3 July 2021

For wawEd

There have been several Zoom meetings under the new
chairman, Andrew Morris. The minutes of the meetings
are published on the Forward-ME website (www.forward
-me.co.uk). Goals and objectives have been set for the
coming year. These include:

Establishment of a Steering Group. This has been done
and several meetings of the Steering Group have been
held. Regular meetings of all Forward—ME members are
also held.

Supporting the Decode ME study. 20,000 people have
been signed up and the target is now 30,000 with the
aim of getting 20,000 participants.

Re-design and re-launch the website; this has now been
done.

dhe sew OIICE duidetine; oemiewtard iresporsl.u b -

Chairman to meet all members to discuss their work in
relation to Forward-ME. reMEmber has already had dis-
cussions with Andrew Morris by telephone, and we hope
to meet him in London for further discussions in the au-
tumn.

The new NICE Guideline

The new guideline was due to be released on 18th Au-
gust but publication has been delayed. Forward-ME be-
lieves the new guideline contains major improvements to
the old one published in 2007 - in particular the abandon-
ing of GET as a front-line treatment.

The scrapping of Graded Exercise Therapy as treatment
for ME would be a major victory for everyone with the
iliness. For years, patients have been telling the charities
that the use of GET, with its goal setting challenges, has
plunged them back into ill-health. We also believe there
will be new sensible guidance on activity and energy
management, with patients being allowed time for their
bodies to help to heal themselves.

We also understand there will be very clear guidance
that healthcare professionals should recognise the spe-
cial needs of children and young people, and those with
severe ME who are often left with no medical care at all.
If so this should lead to a reduction in the number of cas-
es of parents being accused of psychologically harming
their own children.

The guideline is expected to be a great improvement on
the old one but much still remains to be done to improve
care for ME patients, and the charity sector is very keen
to be involved in the development of new clinical ser-
vices. But we now need to know what action the govern-
ment is planning and what funding will be made available
in order to make sure the recommendations percolate
through to working practice.

Forward-ME also has some concerns:-

The initial recommendation that cognitive behavioural
therapy should not be used as a treatment or cure for
ME may have been watered down.

There needs to be acknowledgement that ME is classi-
fied as a neurological disease by the World Health Or-
ganisation (WHO) and NHS England — as this important
recognition provides a passport to other NHS services.

There should be recognition that specialist ME services
in the NHS should be led by physicians - so that these
referral services have meaningful medical input.

NICE has now informed Forward-ME and the DHSC that
there will be a “roundtable” event this autumn to gain
support for the new guideline. This was announced in
Parliament recently in response to a Parliamentary
Question.

CFS/ ME Covid 19.

We covered this subject extensively in our last newslet-
ter. However, news about it is coming through all the
time. We quote here from an article by Dr Charles Shep-

and



herd in the magazine ME Essential (with kind permission
of the ME Association):

“At present there is no treatment for long covid — just like
ME/CFS. So management consists of carefully as-
sessing people to see if there is any on-going damage to
the lungs, heart, liver etc and then providing good infor-
mation and guidance on the management of individual
symptoms relating to this damage.”

“For symptoms that are the same as those found in ME/
CFS - ie fatigue, cognitive dysfunction, dysautonomia,
unrefreshing sleep and pain — the same sort of self-help
strategies and symptomatic relief using drugs that are
used in ME/CFS should be discussed with a health pro-
fessional.”

“There is now a network of over 70 hospital-based Long
Covid Clinics where people can be referred. Feedback
to the MEA indicates that they are often very good at
assessing people but not so good at having the neces-
sary time to spend on management, and lack the exper-
tise to deal with ME/CFS-type symptoms. There have
been proposals to have joint long covid and ME/CFS
clinics. The MEA position is that they should be kept
separate at present — due to the need to have specialist
input for the heart and lung problems - but to establish
links to ME/CFS clinics to refer people for help with
management of ME/CFS type symptoms.”

Resea+arhe the culprits aut

The following item has been taken from a report in The
Independent with acknowledgements.

A simple blood test to detect patients with long covid
could be available within six months, Panorama has
found (Long Covi d; wi || |
BBC1, 12th July)

Early research from a pilot study at Imperial College
London identified autoantibodies common among peo-
ple with long Covid symptoms.

While antibodies are responsible for fighting off disease
and targeting foreign substances in the body, autoanti-
bodies are antibodies that mistakenly target the body’s
own tissues or organs causing inflammation, damage or
dysfunction, often resulting in fatigue and other symp-
toms.

The ICL study compared the blood of dozens of patients
and found that the autoantibodies were not present in
patients who recovered quickly from Covid-19 or pa-
tients that never contracted the virus. They were present
in patients who had previously tested positive for the
virus and had reported long covid symptoms — including
fatigue, breathlessness, muscle pain, headaches, brain
fog, insomnia and dizziness — for twelve weeks or long-
er.

Leading the research was Professor Danny Altmann of
Imperial College London. He told the BBC: “I'm famously
optimistic, so I'd hope that within six months we’d have a
simple blood test that you could get from your GP and
that | think could have quite a big impact for people who
don’t feel they’'ve managed to convince their GP or ac-
cessed specialist care because instead of being my
word against yours, it has a diagnostic test”.

eved

Editor6s comment ; I was unahb
gr amme, but Mel Cherriman saw
you didnot really miss anythi
feeds. Rat her more assertion:
covid isééyawn and grrrr at t
stand Mel 6s frustration. Mor e
fessor Tony Pinching was sayi
an upregulation of the i mmune
ability t o switch of f even |
caused it has long gone from
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We are very disappointed that so few health care profes-
sionals have pointed out that CFS/ME, like long covid,
follows infection by a virus or similar insult and should be
researched in the same way as long covid. See also arti-
cles by Kark Krysko on page 14 and Professor Antony
Komaroff on page 12.

Accepting the I imitations

When we used to run self-management courses we con-
sistently observed that people with CFS/ME found it
difficult to admit that they were ill (although they felt terri-
ble) and tried to carry on working in spite of their condi-
tion. This was only making them feel worse. There are
various techniques for addressing this problem; one of
the best summaries is in the book “Optimum Healing” by
the late Dr Craig Brown who, some of you may remem-

y oul

o kef, worked id @ @Pspractice in Rustington. He lists Sev-

enteen Rules if you are ill, as follows.

1. Accept that you are ill
2. Do not feel guilty that you are ill
3. You are important

4. Take time off/out

doe to bed fertoeaecrardd queta n o r a ma ,

6. Relax, recuperate, spoil yourself

. Reflect on why you are ill now

8. Listen to your body. If it says rest, then rest; if it
says don'’t eat, then don'’t eat; and if it says sleep,
then sleep.

9. Respond to people’s concern about you, and en-
joy being cared for.

10. They can manage at work without you.

11.  They can manage at home without you.

12.  Call on a neighbour or friend to help; most people
like to be of service.

13. Think about what you can do to avoid future ill-
ness.

14.  When you begin to feel better imagine yourself in
good health

15. When you are better have another day off doing
something you enjoy before returning to work

16. Remember to thank everyone who has helped
while you have been ill.

17.  If there have been problems at home or work be-
cause of your illness, consider how best to deal
with the situation if it happens again.

Finally....

In this issue we include two amusing items sent in by our
members — one from Sue Cherriman about the cats, Elv-
is and Teddy, and another from Michael Goldin who,
despite his iliness, has organised several fund-raising
concerts for us. We are always pleased to receive arti-
cles like this, so keep sending them in.


https://www.independent.co.uk/life-style/health-and-families/long-covid-symptoms-meaning-study-a9679876.html
https://www.independent.co.uk/topic/imperial-college-london
https://www.independent.co.uk/topic/imperial-college-london

MANAGEMENT OF CFS/ ME RELAPSES,
Medi cal

By Dr

| NTRODUCTI ON

For many people, ME/CFS is a varia-
ble and very individual illness with peri-
ods of relative relapse and recovery —
which is why it is often described as a
fluctuating medical condition.

Even so, many people reach a point at
which their condition stabilises to some
degree — sometimes described as 'a
glass ceiling' — from which they may
then find it very difficult to make any
further significant and/or sustained
progress.

Within this model of outcome, exacer-
bations or flare-ups can be minor and
relatively short-lived. Occasionally they
are more severe and prolonged —
when the term relapse is more appro-
priate. Although unusual, ME/CFS can
sometimes recur after a prolonged
period of full recovery/good health.

WHAT CAUSES
EXACERBATI ONS?

As the natural course of ME/CFS is
often fluctuating, with periods of rela-
tive relapse and improvement, there
will be times when relapses or exacer-
bations occur for no obvious reason.

However, there are a number of fac-
tors which do seem to make relapses
and exacerbations more likely. So
knowing about them, how to avoid
them, and what to do when they occur,
is an important part of an overall man-
agement programme.

The mo st cCommon
cause a relapse or
symptoms ar e:
Inappropriate activity management —
doing too much mentally or physically
and persistently exceeding your limita-
tions

il New infections

i Poor symptom control — espe-
cially for pain or sleep disturb-
ance

il Stress

il Temperature extremes — both
hot and cold

il Trauma

Factors which

rel apse or

toms include:

il Anaesthetics and surgery

il Medication — prescription and

over-the-counter drugs
1

Menopause and other hormo-
nal disturbances

il Vaccinations

Charles Shepherd,

and exacerbations that may form part
of the natural course of ME/CFS. In
relation to those factors which do seem
to play a role, here is a summary of
what can be done to cut down the risk:

Activity
Striking the right balance between ac-
tivity and rest — according to the stage,
severity and variability of your illness —
is the most important part of any man-
agement programme. When people get
this wrong, progress will not occur.

At the same time, doing too much
physically or mentally is likely to bring
on a temporary exacerbation of symp-
toms. And, if someone persists in regu-
larly exceeding their physical or mental
limitations, this can result in a more
severe and prolonged period of re-
lapse.

The ME Association has leaflets cover-
ing activity/energy management and

REL AP SPREG. AND

I nfection

This is probably the commonest and
most predictable factor in causing an
exacerbation, or a relapse.

Trying to avoid catching infections is
obviously very sensible — but not al-
ways practical. You can, however, take
sensible precautions and avoid close
contact with people who have got a
cold, a dose of flu, or a chest infection.
And, at times of the year when there is
a lot of respiratory infection around,
avoid crowded public places and public
teagspodt if ¥ou cap. h a t
exacerbation of
Taking care with food hygiene, or when
eating out abroad, will help to minimise
the risk of gastro-intestinal infections
causing a relapse. Taking good care of
teeth and gums is also important be-
cause dental infections can be very
difficult to treat.

Stress

Any form of stress is going to exacer-
bate ME/CFS and a prolonged period
of stress can cause a serious relapse.

If stress becomes an on-going prob-
lem, the chances of any recovery are

s 0 me ftikely® e muehuedeced.aSo stress,
e x ac er bwhere & occurg, fs ong 3spegt of man-

agement that should never be ignored.

The MEA has a leaflet that covers all
aspects of stress, including manage-
ment, as it applies to ME/CFS.

Symptom control
Poor symptom control — especially for

HOW TO PREVENT REL Afmgoms $udh@s depression, pain or

EXACERBATI ONS
Unfortunately, there is no simple and
effective way of preventing relapses

sleep disturbance — is going to have an
inevitable effect on your overall condi-
tion. If there's a sudden exacerbation

8

management

Adviser to

of pain or sleep disturbance, this is likely
to cause an equally abrupt deterioration
in overall symptoms. The MEA has leaf-
lets covering the management of de-
pression, pain and sleep disturbance.

Temperatur e
People with ME/CFS are often very sus-
ceptible to changes in external tempera-
ture. This is something that is probably
related to a problem with a tiny part of
the brain known as the hypothalamus, a
gland that helps to regulate body tem-
perature rather like a thermostat.

This type of sensitivity applies to both
heat and cold, so cold weather is likely
to produce cold hands and feet and pos-
sibly an overall deterioration. Hot weath-
er can also have an adverse effect,
something that needs to be carefully
considered if you are planning to travel
abroad.

Tr auma

Any type of trauma, especially serious
falls, assaults and traffic accidents, is
likely to produce an exacerbation of
symptoms. More serious traumatic
events can produce a far more severe
and persistent relapse.

Anaesthetics and
Operations can also be traumatic events
— so some people with ME/CFS report a
significant deterioration in symptoms
following a major operation.

The MEA has leaflets that explain what
you can do to minimise the risks and
one to give to hospital staff that explains
about ME/CFS. We also have a leaflet
covering anaesthetics that can be given
to an anaesthetist.

Medi cati on

Almost all drugs — prescription and over-
the-counter — have side-effects. As well
as fatigue, side-effects can include
many of the common symptoms of ME/
CFS. So, if an exacerbation links in with
starting a new form of treatment, always
check with your doctor or pharmacist to
see if the medication might be responsi-
ble.

Menopause

Many of the symptoms of the meno-
pause overlap with ME/CFS, especially
problems with temperature control and
emotional lability. It's not surprising to
find that some women who are entering
or going through the menopause find
that this coincides with an overall deteri-
oration in their ME/CFS symptoms. If
this is the case, and there are no medi-
cal or lifestyle contraindications (eg
marked loss of mobility), it is worth dis-
cussing the use of hormone replace-
ment therapy (HRT). The use of HRT in
ME/CFS obviously has to be done with
care but it is not contraindicated.

extremes

EXATQUPEBBATI ONS AND FL/
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ME
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Talk about something coming out of
left field. Chronic fatigue syndrome
(ME/CFS) isn't the only condition
that produces odd and puzzling re-
sponses to exercise. It turns out that
people with rheumatoid arthritis (RA)
have their own mysterious problems
with exercise. Exercise intolerance
doesn’t just occur in ME/CFS. It's
also found in rheumatoid arthritis.

That doesn’t make sense. Yes, the
swollen and painful joints found in
RA present impediments to exercise
but the joints aren’t the problem for
people. People with RA find that ex-
ercise — often thought of as a univer-
sal healer — leaves them feeling
“drained” and fatigued. Just as peo-
ple with ME/CFS do, people with RA
are exhibiting some sortofs y st e
exercise intolerance.

Fatigue is a big — and mysterious —
issueinRAaswel. Fat i gue
mo n yet the medications which im-
prove the joint problems in RA have
s ma brlquite mode st ef f
f at i daspite the “the tremen-
dous impact of fatigue on patient
health and quality of life”, the con-
sensus seems to be that fatigue is
not a product of the disease itself but
is caused by outside factors such as
“obesity, physical inactivity, sleep
disturbance, and depression”. In-
deed, little research has attempted
to understand the cause of fatigue in
RA, and things likee x er ci s e,
tive behavi oandmindt
fulness are recommended to treat it.
(A Il arge,eat wadJK
f o u ntlsat CBT was found to be
helpful by patients but produced only
moderate results [19% reduction in
fatigue and self-care] at best. Persis-
tent fatigue was still present.)

If RA is an autoimmune/inflammatory
disease that attacks the joints, why
are exercise intolerance and fatigue
so common? The not-so-obvious
answer is that RA is not just an im-
mune disease that attacks the joints.
Is an immune disease that does
other things as well, and that in-
cludes producing a lot of fatigue and
some kind of exercise intolerance.
That makes it very interesting for
people with ME/CFS.

rci se I ntolerance i n
mi |l ar? by Dr Roschel
The Study muscles. Those blood pressure

“...these differences suggest that
sympathetic overactivation may be a
hallmark in RA pathophysiology” the
authors say.

spikes, the authors believe, may
underlie some of the cardiovascu-
lar problems found in RA.

One of the study’s novel findings
was the possibly central role the

A recent Brazilian study, “I n ¢ r e a sinentlne system may be playing. It

Sympathetic and
Responses to
cle Metaborefl ex
-menopausal Wo me n
mat oi d Arthahgotinoticesin
the New York Times (“Wh y
Can Be So Draini
Ar t h %) uncavesed some interest-
ing parallels and differences between
RA and ME/CFS.

A hyperactive
noiucs s y SN that can impact
everything from s | e ® pain to ex-
ercise intolerance is found in both.
Besidesthehi g h
i ity at cest,nstudies indicate that peo-
ple with RA have trouble turning their
SNS off, leaving their heart rates and
blgod pressures elevated after exer-
cise. One metareview simply states
that RA is a disease characterized by
‘parasympat hetic

f u n c twhichnis related to inflam-
mation”. The autonomic problems
found in RA are believed to be at
least partly responsible for the in-
creased risk of cardiovascular dis-
eases found in RA.

This stupy took 43 older women (33
lwighr angb 40 ,without RA), drew their
blood, gave them questionnaires,

C Band tessteditheit blood pressure. They

also embedded small sensors in their
muscles that assessed the metabo-
lites produced by the muscles before,
during, and after exercise. The exer-
cise itself was considered “light”, and
consisted of a series of isometric leg
extensions for 3 minutes at 30% of
their maximal capacity.

As expected, the RA patients’ sym-
pathetic nervous systems were acti-
vated and their baroreflex response —
which controls heart rate and blood
pressure — was blunted during rest.
The light exercise sent their already
hyperactive sympathetic nervous
system into overdrive — sending their
blood pressure soaring — perhaps in
an effort to drive more blood to the
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W 0) fprobduc&itbe the muscles dur-
ing the exercise session may be

E x e r driggering the SNS hyperactivity.
ng

in Rheumatoid
The metaboreflex may be activated
in different ways in RA and ME/
CFS. Signs of an active metabore-
flex were also found. The “mu s ¢

S y mpnaet thaebt oi r'cectursewkhen-meta-

bolic receptors in the muscles (acid
-sensing ion channels (ASIC), pu-
rinergic receptors (P2X), transient
rec8pitoh potential cation channels
of the vanilloid type 1 (TRPV1))
pick up indications that the aerobic
capacity of the muscle has been
overwhelmed.

These receptors sent signals to

a uihcrease ood: flowd {0 the muscle

— thus possibly triggering the sym-
pathetic nervous system activation
and increased blood pressure.
The Gi st

People with rheumatoid arthritis
often feel drained and fatigued af-
ter exercise, but no one knows
why. Drugs that improve RA do
little to affect the fatigue or exercise
problems in it. Some sort of sys-
temic problem that hasn’t been ad-
dressed seems to be in play. Exer-
cise triggers increased levels of
sympathetic nervous system activi-
ty and causes blood pressure
spikes that remain for unusually
long periods. This study had RA
patients engage in quite mild exer-
cises (leg raises) while monitoring
their cardiovascular responses. It
also embedded tiny sensors in their
muscles, which identified the me-
tabolites the muscles were produc-
ing. Immune factors produced by
the muscles during exercise were
associated with the increased sym-
pathetic nervous system (SNS)
activity and blood pressure spikes.
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The “metaboreflex”, which occurs
when muscles become over-
whelmed by exercise, also was pre-
sent. The metaboreflex sends sig-
nals to provide more blood flows to
the muscle. It may also be triggering
the SNS activity. The same metabol-
ic receptors that Alan Light and com-
pany found were greatly upregulated
in ME/CFS patients during exercise
appeared to be upregulated in the
RA patients as well.

Thus far, it appears that different
processes are tweaking those re-
ceptors, though. In ME/CFS, it ap-
pears that a breakdown in cellular
energy production is, while in RA, it
appears that inflammatory cytokines
are. RA and ME/CFS, then, share
similar biological processes
(metaboreflex, high SNS activity)
which trigger exercise intolerance.
At their core, though, they may be
quite different. Exercise intolerance
is triggered in ME/CFS by problems
with energy production, while it is
triggered in RA by inflammation.

The authors reported that they'd al-
so found problems with exercise
intolerance in long Covid and expect
to be reporting on that soon.

Note that these are exactly t he

s ame r e c that tAam kight's
gene expression study found so
highly upregulated in the blood in his
ME/ CF S exer c iowre10
years ago. Light proposed that high
levels of muscle metabolites might
be tweaking these receptors. Since
then, numerous studies suggest that
problems with energy production
may exist.

The situation, at least at this point,
appears to be markedly different in
RA. Citing a 17-year-old study that

did not find high levels of lactate in
RA, the authors of the RA paper re-
fused to go down the energy produc-
tion rabbit hole. Instead, they pro-
posed that inflammation was proba-
bly sensitizing the muscle metabolite
receptors in RA.

Indeed, statistical analysis showed
that the cytokine upregulation was
“moderately associated” with the
autonomic nervous system dysfunc-
tion (SNS activation) found. The
sympathetic nervous system activa-
tion was, in turn, associated with
increased pain.

The metaboreflex in RA, then, is
being tricked by the immune system
to portray a problem that’s not there.
That “trick”, though, could have real
consequences, as the authors be-
lieve it may be contributing to the
cardiovascular problems found in
RA.

Hence the different kind of exercise
intolerance that was found in RA.
Both conditions are associated with
a hyperactive sympathetic nervous
system, which in turn is associated
with increased levels of pain, fa-
tigue, and blood circulation issues.
Wirth and Scheibenbogen, for in-
stance, place heightened sympa-
thetic nervous system activity at the
coreof ME/CFS. | ncr eased
t heti ¢ owas alsbrirkedédo
an inability to complete an exercise
sPfogram,in ME/CFS. Likewise, sym-
pathetic’nervous system dominance
has been documentedinov ert
i ng sy ndighlewels of sys-
temic inflammation aren’t found in
either of these conditions.

They are in RA. In the Brazilian
study, the most impaired RA pa-
tients exhibited both increased sym-
pathetic overdrive and depleted par-

Ie

The Chronic Fatigue Society

10

asympathetic functioning — and the
highest levels of inflammation.

While the muscle metaboreflex ap-
pears to be turned on in both disor-
ders — it appears that it’s turned on
in different ways. Problems with
energy production appear to be
activating the muscle metaboreflex
in ME/CFS, while the Brazilian re-
searchers believed that inflamma-
tion activated that reflex in RA.
(This despite the fact that drugs
that reduce inflammation in RA do
litle to improve RA patients’ fa-
tigue.)

The result, while different in degree,
is nevertheless similar — exercise
activates the metaboreflex, which in
turn, activates the SNS, producing
pain and fatigue. The Brazilian
group has also found odd respons-
es to exercise in people with long
covid. There are probably only so
many ways to produce exercise
intolerance. Interestingly, RA and
ME/CFS share some ways and not
others. It'll be fascinating to see the
different permutations that crop up
over time in different conditions.

The Brazilian authors managed to
do something that | don’t believe
has been done in ME/CFS: they
smbedged -tiny sensors into the
muscles and then tracked the
changes that occurred in the mus-
cles as the RA patients exercised.

r &hile -we don’t know what that

would show in MECFS, we may
soon get the next best thing. Do ¢ -
tor R o, ghe Isemibr author of
the study, stated that their exercise
studies in long-covid patients have
foundthatt hey al so
ma |
e x e r “‘c Expext studies on that
juicy topic to be published soon.

mber

preseil
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Doctors
Der mat ol ogi st

In a follow up to her 2019 blog post, Dr
Nina Muirhead discusses a recent surge
in clinical interest in myalgic encephalo-
myelitis/chronic fatigue syndrome (ME/
CFS).

In 2019, | wrote to the RCP to share my
experience of developing a neurological
disease with multisystem symptoms
following a virus. This is a disease char-
acterised by symptom exacerbation fol-
lowing exertion, orthostatic hypotension,
disturbed sleep, fatigue and cognitive
impairment. We are now facing the next
post-viral chronic disease challenge,
post-acute sequelae SARS-CoV-2 infec-
tion (PASC) or ‘long COVID’. Averting
the next potential ‘disaster’ is critically
dependent on us, as healthcare provid-
ers, believing and providing supportive
care to our post-viral patients. Doctors
are now being urged to diagnose and
systematically record cases in computer-
ised medical record (CMR) systems.
This is especially important, as the RE-
ACT research numbers show that the
illness burden is far higher than clini-
cians are currently recording. Long
COVID patients are presenting to us,
many with a long list of multisystem
symptoms strikingly similar to the multi-
system symptoms of ME/CFS, and we

are on the steep learning curve to recog-
nise this disease.

Tl P ST RN RN

believe in

In 2019 ME/CFS was in a clinical blind
spot. Meanwhile, biomedical researchers
and patients were excited by the emerg-
ing evidence. In sharing my experience
in 2019 | wrote: ‘red blood cell deforma-
bility is diminished in patients with ME/
CFS; there is confirmation of widespread
brain metabolite abnormalities in ME/
CFS’. Similar phenomena are being re-
ported now; phenotype and deformability
of blood cells altered by COVID-19 last-
ing for months after coronavirus infec-
tion, as well as evidence of brain metab-
olite changes in patients with long
COVID. The hidden impact on quality of
life of ME/CFS and Long COVID, on both
patients and their family members, is
enormous, and this is something we
should be asking our patients about
when we see them in hospital, clinic or
primary care.

There have been four recent significant
developments in ME/CFS.

Doctors with ME have responded to the
overwhelming clinical and public interest
and formed an association of clinicians,
patients and researchers. Doctors and
GPs are already signing up to hear the
latest scientific updates and keep
abreast of NICE guideline developments.

p s —f. =
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DecodeME, the largest ever DNA study

of ME/CFS, is recruiting more than
20,000 patients for a genome-wide asso-
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ciation study. Developed by the CFS/ME
research collaborative (CMRC) and sup-
ported by Action for ME, Forward ME,
UKRI and NIHR, the study aims to help
pinpoint the genetic causes of disease
and guide drug development. Our pa-
tients who have ME/CFS can register
now, and saliva samples will start being
collected from September 2021.

The ME/CFS Priority Setting Partnership
has been set up to identify our top ten
priorities for ME/CFS research, and is
led by people with ME/CFS, carers and
health professionals.

There has been an exponential increase
in biomedical ME/CFS research publica-
tions, which have identified that ME/CFS
is associated with underlying abnormali-
ties of the central and autonomic nerv-
ous systems, immune dysregulation,
disordered energy metabolism, and re-
dox imbalance.

What next? We all have a role to play;
the long COVID clinicians will not be
able to bear the chronic post-viral health
burden alone. This is a disease that
needs to be recognised by all medical
professionals. By working together, and
with our ME/CFS and long COVID pa-
tients, we can be more proactive about
#J making a diagnosis
and recording the
- '_;5 disease burden and
B impact on quality of
life for patients and
their family mem-
bers. It is only by
P widespread profes-
sional education,
4 information and
support, and proac-
tive coding, that the
M true scale of this
= % hidden health crisis
~Jwill be revealed.
~ Following this, ap-
propriate  funding
can be allocated to
manage and sup-
port patients, new
medications will be
explored, and per-
haps, one day, we
will discover a bi-
omarker. That would make life easier —
believe ME!

-
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My al gic Encephal omyelitis/ Chronic
When Suffering |Is Multiplied by
Academic Editors: Kenneth J. Friedman, Luci

Keywor ds:

myalgic  encephalomyelitis/chronic
fatigue syndrome; etiology; diagnos-
tic testing

Abstract

Myalgic ~ encephalomyelitis/chronic
fatigue syndrome (ME/CFS) is an
illness defined predominantly by
symptoms. Routine laboratory test
results often are normal, raising the
question of whether there are any
underlying objective abnormalities. In
the past 20 years, however, new re-
search technologies have uncovered
a series of biological abnormalities in
people with ME/CFS. Unfortunately,
many physicians remain unaware of
this, and some tell patients that
“there is nothing wrong” with them.
This scepticism delegitimises, and
thereby multiplies, the patients’ suf-
fering.

The symptoms caused by any illness
should be suffering enough. Yet, with
some illnesses, the suffering often is
multiplied by scepticism about the
illness. That is the case with myalgic
encephalomyelitis/chronic fatigue
syndrome (ME/CFS).

When interest in this condition was
renewed in the mid-1980s, there was
litle such evidence: the “standard”
laboratory tests ordered by physi-
cians—typically, tests of red and
white blood cells, a battery of about
20 chemistry tests, and a urinaly-
sis—produced normal results. That
posed a problem for the physicians.
Their patients were suffering, and it
was their job to make a diagnosis
and prescribe a treatment, but the
standard test results were normal:
the physicians did not have a diag-
nosis.

At this point, the physicians had sev-
eral options.

First, they could have entertained
some new hypotheses about what
was causing the symptoms, and or-
dered new types of tests.

Second, they could have said: “I just
can't figure out what's making you
sick, and don’t know how to help

you.

Third, although they could not deter-
mine the diagnosis, they could have
prescribed a treatment that might
improve the symptoms even if they
were not really sure what had

In an article in He a | t hWhitreye ,caused the symptoms. That happens

Dafoe—who has been diagnosed
with ME/CFS—describes his experi-
ence with an extremely severe form
of the illness [1]. He describes the
physical and mental crashes and the
extreme sensitivity to any kind of
sensory input. He also describes the
isolation, the loss, the complete and
sudden disruption in the life of a
young adult, a life that was on the
runway and cleared for takeoff.

Why have some physicians and bio-
medical scientists been sceptical
about the “legitimacy” of ME/CFS?
Primarily, it is because the illness
has been defined largely by symp-
toms. Since it is difficult for symp-
toms to be confirmed objectively,
physicians have sought objective
laboratory evidence of underlying
biological abnormalities, abnormali-
ties that an individual cannot simply
imagine, abnormalities that could
explain the symptoms. Initially, that
proved hard.

every day in the practice of medi-
cine. For example, there is no diag-
nostic test for migraine headaches,
yet doctors make that diagnosis eve-
ry day based just on a combination
of symptoms, and do not dispute the
validity of the illness because there
is no diagnostic test.

Unfortunately, the normal results of
“standard” laboratory tests led some
physicians to choose a fourth option:
to conclude that there were no un-
derlying biological abnormalities
causing the symptoms. Even though
the physicians knew that the
“standard” tests they had ordered
represented only a tiny fraction of all
of the tests available to them, the
normal results of that tiny fraction
were enough for them to render a
judgment. It was a harsh judgment:
“There is nothing wrong with you.”

For these physicians, it was an effi-
cient solution: it transformed what
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had been their problem—the lack of
a diagnosis they were expected to
make—into their patient’'s problem.
When the patients were told, implic-
itly or explicitly, that their symptoms
were imaginary, it multiplied the suf-
fering.

And then these sceptical physicians
also conveyed their judgments, im-
plicitly or explicitly, to the patients’
families, friends and employers. The
doctors’ judgment led these peo-
ple—the people who were most im-
portant in the patients’ lives—to
wonder whether the patients’ suffer-
ing was legitimate. That further mul-
tiplied the suffering. There was al-
ways an obvious alternative conclu-
sion to the judgment that “there is
nothing wrong with you”: the stand-
ard laboratory tests might simply
have been measuring the wrong
things. Yet that alternative conclu-
sion was ignored.

Since the resurgence of interest in
ME/CFS 35 years ago, whole new
technologies have become available
that allow physicians and biomedical
scientists to study human biology in
ways that previously were not possi-
ble, e.g., noninvasive techniques for
imaging the anatomy and physiology
of the brain; polymerase chain reac-
tion diagnostics; rapid nucleic acid
sequencing; techniques for measur-
ing gene expression; the ability to
measure simultaneously thousands
of molecules in a single sample (the
‘omics” revolution); metagenomic
studies of the microbiome, and
recognition of the impact of the mi-
crobiome on human health. In fact,
these and other technologies have
revealed things that the standard
laboratory tests cannot, abnormali-
ties that previously were invisible to
doctors.

In 2015 the U.S. National Academy
of Medicine (NAM) reviewed a litera-
ture of over 9000 publications on
ME/CFS, and concluded that it was
a “serious, chronic, complex system-
ic disease” [2]. The NAM estimated
that in the U.S., alone, 836,000 to
2.5 million people suffer from ME/
CFS [2], making it somewhat more
common than multiple sclerosis [3].

Fat i

Profess:

nda


https://www.mdpi.com/2227-9032/9/7/919/htm#B1-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B2-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B2-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B3-healthcare-09-00919

A large literature now describes mul-
tiple underlying biological abnormali-
ties in people with ME/CFS. Some of
the evidence comes from tests that
have been available for decades but
are not part of the “standard” labora-
tory test battery [4], and some evi-
dence comes from the new technolo-
gies mentioned above. Unfortunate-
ly, many physicians are unaware of
the new discoveries about ME/CFS.
The abnormalities all converge on
and can affect the brain, and fall into
five categories. First, there are ana-
tomic, physiologic and electrical ab-
normalities in the brain [5].

Second, various elements of the im-
mune system are chronically activat-
ed and in some people those ele-
ments are exhausted—perhaps sec-
ondary to years of chronic activation
[5]. This includes chronic activation
of the brain’s innate immune sys-
tem—neuroinflammation [6]. It also
includes evidence of autoimmunity,
including autoantibodies directed at
targets in the central and autonomic
nervous system [7].

Third, there also is evidence of im-
paired energy metabolism: the per-
son with ME/CFS feels he or she
lacks “energy” because his or her
cells have a reduced ability to gener-
ate energy molecules (adenosine
triphosphate, or ATP) [8]. Along with
the abnormalities in energy metabo-
lism, there is associated oxidative
stress, or redox imbalance [8].

Fourth, the autonomic nervous sys-
tem is dysregulated, one conse-
quence of which appears to be im-
paired blood flow to the brain [9].

Fifth, there are characteristic abnor-
malities of the gut microbiome [1
with increased numbers of pro-
inflammatory bacterial species and
decreased numbers of butyrate-
producing anti-inflammatory species.
What remains unclear are the mech-
anistic details as to how the abnor-
malities in each of these five catego-
ries affect each other, and whether
one of them is the initial and primary
abnormality [5,8]. In this next dec-
ade, the growing community of glob-
al investigators who are studying
ME/CFS should place a high priority
on refining our understanding of
each of these categories of abnor-
mality, and an even higher priority on
understanding how they are connect-

ed. This is essential for developing
good diagnostic tests, and effective
treatments.

Whitney Dafoe ends the description
of his suffering by emphasizing the
silver lining around the cloud that he
has lived with for nearly 20 years.
He says he has learned a great deal
about what is important in life, and
that “ME/CFS is the greatest teacher
I've ever had”.

| would like to think that ME/CFS will
also prove to be a great teacher to
the growing community of physi-
cians and biomedical investigators
involved in caring for patients and
studying the illness. In particular, |
speculate that the connections be-
tween the various abnormalities in-
volving the central and autonomic
nervous system, immune system,
energy metabolism, redox imbal-
ance, and the human microbiome
that have been noted in ME/CFS will
prove to be central also to the patho-
physiology of many other diseases.

In particular, the COVID-19 pandem-
ic appears to be producing millions
of new cases of an ME/CFS-like
condition [1 ], and NIH has allocat-
ed more than $1 billion to study this
and other post-COVID chronic ill-
nesses. Hopefully, this investment
will produce more answers.

Of the personal lessons that |, as a
physician, have learned from ME/
CFS, perhaps the most important is
that, if patients tell you they are suf-
fering, your default assumption
should be to believe them—even if
you cannot find an answer with the
diagnostic technology you first de-
ploy. Above all, never succumb to
the temptation to dismiss the pa-
tient's symptoms because you can-
not explain them. That may ease
your anxiety, but it only multiplies
the patient’s suffering.

Funding

The author received no support for writing this
publication.
Institutional

Not applicable.

I nformed Consent

Not applicable.
Data Availability

Not applicable.

Conflicts of I nterest

13

Revi ew Bfgtigue dsyn3rbnge? eFmeomtt .

There was no Conflict of Interest

reported by the author.

Ref erences

Dafoe, W. Extremely severe ME/CFS-A per-
sonal account. Heal t hz@m2 1, 504.
[Googl e JCh ols a]fRaifb M d

Institute of Medicine. Bey ond Myal gi c
alomyelitis/Chronic Fatigue Syndrome: Rede -
fining g nThe |Natiorrale Academies
Press: Washington, DC, USA, 2015. [Goo gl e
Scho]l ar

Wallin, M.T.; Culpepper, W.J.; Campbell, J.D.;
Nelson, L.M.; Langer-Gould, A.; Marrie, R.A;;
Cutter, G.R.; Kaye, W.E.; Wagner, L.; Trem-

lett, H.; et al. The prevalence of MS in the
United States. Neur oR0d¢ 9 2 e1029-
e1040. [Googl e 9c Horloasrs|Re f
[PubMEed

Bates, D.W.; Buchwald, D.; Lee, J.; Kith, P.;
Doolittle, T.; Rutherford, C.; Churchill, W.H.;
Schur, P.; Wener, M.; Wybenga, D.; et al.
Clinical laboratory test findings in patients with
chronic fatigue syndrome. Ar ¢ h .
1995155 97-103. [Googl e
[Cr 0s s]Raifb ME d

Komaroff, A.L.; Lipkin, W.I. Insights from myal-
gic encephalomyelitis/chronic fatigue syn-
drome may help unravel the pathogenesis of
post-acute COVID-19 syndrome. Tr end s
Med 202 lin press. [Googl e
[Cr 0s s]Raifb ME d

Nakatomi, Y.; Mizuno, K.; Ishii, A.; Wada, Y.;
Tanaka, M.; Tazawa, S.; Onoe, K.; Fukuda, S;
Kawabe, J.; Takahashi, K.; et al. Neuroinflam-
mation in patients with chronic fatigue syn-
drome/myalgic encephalomyelitis: An ''C-(R)-
PK11195 PET study. J . Nucl2.01dé&d.
945-950. [Googl e JclColoas]Re f
[PubMEed

Sotzny, F.; Blanco, J.; Capelli, E.; Castro-
Marrero, J.; Steiner, S.; Murovska, M,
Scheibenbogen, C. Myalgic encephalomyelitis/
chronic fatigue syndrome—Evidence for an

autoimmune disease. Aut oi mmur2.01RBev.

17 601-609. [Googl e
[PubMEed

Paul, B.D.; Lemle, M.D.; Komaroff, A.L;
Snyder, S.H. Redox imbalance links COVID-
19 and myalgic encephalomyelitis/chronic
fatigue syndrome. Pr o c . Nat | .
20211,82024358118.[Googl e
Van Campen, C.L.M.C.; Rowe, P.C.; Visser,

F.C. Cerebral blood flow is reduced in severe
myalgic  encephalomyelitis/chronic  fatigue
syndrome patients during mild orthostatic
stress testing: An exploratory study at 20 de-
grees of head-up tilt testing. He al t RO &10e
8, 169. [Googl e JcColoars|Re f
[Pub MEed

Giloteaux, L.; Goodrich, J.K.; Walters, W.A.;
Levine, S.M.; Ley, R.E.; Hanson, M.R. Re-
duced diversity and altered composition of the

gut microbiome in individuals with myalgic
encephalomyelitis/chronic fatigue syndrome.

9 dGrod sasfR e f

Mi crob2 ®@in@ 30. [Googl e Jchol a

[Cr 0s s]Raifb ME d

Komaroff, A.L.; Bateman, L. Will COVID-19

lead to myalgic encephalomyelitis/chronic

2 Me dz,

9c [Caloasrs|]Re f

606824. [Googl e

Pub Mg d

[
St at egn®Mipy the author. Licensee MDPI, Basel,

Switzerland. This article is an open access

St at aé'tiﬂ% cHs{ributed under the terms and condi-

tions of the Creative Commons Attribution (CC
BY) license (htt ps:
l'icenses./ byl 4.0/

Mo |
Jchol a

E

I ntern.
Jchol a

Acad.
Jchol ar

/'l creativecom


https://www.mdpi.com/2227-9032/9/7/919/htm#B4-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B5-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B5-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B6-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B7-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B8-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B8-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B9-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B10-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B5-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B8-healthcare-09-00919
https://www.mdpi.com/2227-9032/9/7/919/htm#B11-healthcare-09-00919
https://scholar.google.com/scholar_lookup?title=Extremely+severe+ME/CFS-A+personal+account&author=Dafoe,+W.&publication_year=2021&journal=Healthcare&volume=9&pages=504&doi=10.3390/healthcare9050504&pmid=33925566
https://doi.org/10.3390/healthcare9050504
https://www.ncbi.nlm.nih.gov/pubmed/33925566
https://scholar.google.com/scholar_lookup?title=Beyond+Myalgic+Encephalomyelitis/Chronic+Fatigue+Syndrome:+Redefining+an+Illness&author=Institute+of+Medicine&publication_year=2015
https://scholar.google.com/scholar_lookup?title=Beyond+Myalgic+Encephalomyelitis/Chronic+Fatigue+Syndrome:+Redefining+an+Illness&author=Institute+of+Medicine&publication_year=2015
https://scholar.google.com/scholar_lookup?title=The+prevalence+of+MS+in+the+United+States&author=Wallin,+M.T.&author=Culpepper,+W.J.&author=Campbell,+J.D.&author=Nelson,+L.M.&author=Langer-Gould,+A.&author=Marrie,+R.A.&author=Cutter,+G.R.&author=Kaye,+W.E.&au
https://doi.org/10.1212/WNL.0000000000007035
https://www.ncbi.nlm.nih.gov/pubmed/30770430
https://scholar.google.com/scholar_lookup?title=Clinical+laboratory+test+findings+in+patients+with+chronic+fatigue+syndrome&author=Bates,+D.W.&author=Buchwald,+D.&author=Lee,+J.&author=Kith,+P.&author=Doolittle,+T.&author=Rutherford,+C.&author=Churchill,+W.H.
https://doi.org/10.1001/archinte.1995.00430010105014
https://www.ncbi.nlm.nih.gov/pubmed/7632202
https://scholar.google.com/scholar_lookup?title=Insights+from+myalgic+encephalomyelitis/chronic+fatigue+syndrome+may+help+unravel+the+pathogenesis+of+post-acute+COVID-19+syndrome&author=Komaroff,+A.L.&author=Lipkin,+W.I.&publication_year=2021&journal=Trends+M
https://doi.org/10.1016/j.molmed.2021.06.002
https://www.ncbi.nlm.nih.gov/pubmed/34175230
https://scholar.google.com/scholar_lookup?title=Neuroinflammation+in+patients+with+chronic+fatigue+syndrome/myalgic+encephalomyelitis:+An+11C-(R)-PK11195+PET+study&author=Nakatomi,+Y.&author=Mizuno,+K.&author=Ishii,+A.&author=Wada,+Y.&author=Tanaka,+M.&author
https://doi.org/10.2967/jnumed.113.131045
https://www.ncbi.nlm.nih.gov/pubmed/24665088
https://scholar.google.com/scholar_lookup?title=Myalgic+encephalomyelitis/chronic+fatigue+syndrome%E2%80%94Evidence+for+an+autoimmune+disease&author=Sotzny,+F.&author=Blanco,+J.&author=Capelli,+E.&author=Castro-Marrero,+J.&author=Steiner,+S.&author=Murovska,+
https://doi.org/10.1016/j.autrev.2018.01.009
https://www.ncbi.nlm.nih.gov/pubmed/29635081
https://scholar.google.com/scholar_lookup?title=Redox+imbalance+links+COVID-19+and+myalgic+encephalomyelitis/chronic+fatigue+syndrome&author=Paul,+B.D.&author=Lemle,+M.D.&author=Komaroff,+A.L.&author=Snyder,+S.H.&publication_year=2021&journal=Proc.+Natl.+Acad
https://scholar.google.com/scholar_lookup?title=Cerebral+blood+flow+is+reduced+in+severe+myalgic+encephalomyelitis/chronic+fatigue+syndrome+patients+during+mild+orthostatic+stress+testing:+An+exploratory+study+at+20+degrees+of+head-up+tilt+testing&author=Van+
https://doi.org/10.3390/healthcare8020169
https://www.ncbi.nlm.nih.gov/pubmed/32545797
https://scholar.google.com/scholar_lookup?title=Reduced+diversity+and+altered+composition+of+the+gut+microbiome+in+individuals+with+myalgic+encephalomyelitis/chronic+fatigue+syndrome&author=Giloteaux,+L.&author=Goodrich,+J.K.&author=Walters,+W.A.&author=Levin
https://doi.org/10.1186/s40168-016-0171-4
https://www.ncbi.nlm.nih.gov/pubmed/27338587
https://scholar.google.com/scholar_lookup?title=Will+COVID-19+lead+to+myalgic+encephalomyelitis/chronic+fatigue+syndrome?&author=Komaroff,+A.L.&author=Bateman,+L.&publication_year=2021&journal=Front.+Med.&volume=7&pages=606824&doi=10.3389/fmed.2020.606824&pmi
https://doi.org/10.3389/fmed.2020.606824
https://www.ncbi.nlm.nih.gov/pubmed/33537329
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/

‘“Take to your bed
The potential role of viruses in ME/
CFS has not been lost on many of
us over the years. The ME Associa-
tion indicates this, for example, on
pages 17-20 of the 2019 edition of
its extensive profile of ME/CFS/
PVFS. The latter stands for the more
aetiological designation, 'Post Viral
Fatigue Syndrome'. But such aware-
ness goes back further still with the
notorious 'Spanish Flu' just over one
hundred years ago where surviving
patients were often said to have
'taken to their beds' and be seen
only relatively rarely thereafter. At
the time of that influenza pandemic
(1918-1921) few human-infecting
viruses had ever been identified as
such, (the first was vyellow fever
about the turn of that century). But
medics appreciated something infec-
tious was involved in the global out-
break simply because of its pattern
of spread within the population.
Whatever the agent, it could not be
cultured on nutrient gel as is easily
the case for bacteria. This important
distinction will be noted later. Mean-
time today, well over two hundred
infectious varieties of virus are
known. Effective vaccines have
been developed for many, but cer-
tainly not all; think of the common
cold, for example, or HIV/AIDS.
EBVY (Mononucl eosi
But the effects of known viruses can
easily match the cardinal symptoms
of ME/CFS and possibly precipitate,
actualise or mimic it in many cases.
Epstein-Bar virus in 'glandular fever'
is the most classic instance leading
to physical and cognitive fatigue,
headaches, muscle and joint pain
and a protracted set of further symp-
toms lasting months, and occasion-
ally vyears. [Most interestingly,
Moderna now have a preclinical first
ever EBV vaccine (MRNA-1189) in
the pipeline since February 2020
that may be able to block both B-cell
and epithelial EBV cell infection, or
re-infections].

The '-Cosid’ Pande
We now have the observation, uni-
versally so, that the current spate of
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pandemic Covid 19 has left in its
wake a trail of many otherwise sur-
viving 'post-Covid' long duration cas-
ualties, who seem not to have fully
recovered from their initial infection.
These patients who experience fa-
tigue, aches and pains, attention
deficit, sleep management problems,
and other symptoms, occasionally
also 'take to their beds'.

Recently, the Office of National Sta-
tistics reported 1.1 million cases of
Long Covid in the UK alone (to
March 2021). Three quarters of a
million report 'negative impact' on
their daily life, while 200,000 suggest
they are 'impacted a lot' following
Covid (The Guardian, 'How Covid
Research Could Help Patients Living
With Chronic Fatigue Syndrome'. 21
July 2021). Some 14% of all Covid
patients have gone on to 'Long-
Covid', statistics suggest. “Right
now, what we're having is a natural
worldwide experiment, in which
we're seeing that many, many peo-
ple after a viral assault are reporting
prolonged, non-specific symptoms,
and they're not crazy, it's not psy-
chogenic.” (David Tuller, Public
Health expert, ibid).

Dr Nina Muirhead who has ME, and
is well known to reMEmber readers,
noted in the same article that she,
'hoped physicians and other health
scare workers would recognize that
long Covid and ME/CFS caused
genuine suffering. This is a real dis-
ease and it's time to stop dismissing
patients." Nina, as always, is very
timely in her remarks; so far many
Long Covid (and ME/CFS patients)
have been getting little help or
recognition. Layla Moran, MP (Lib-
Dem) called them, “the forgotten
victims of this pandemic.”

Where have we heard this all be-
fore? It is gratifying and not surpris-
ing therefore that colleagues in the
ME Association have joined the
Long Covid Alliance (USA), as re-
ported in the reMEmber Spring edi-
tion (p 11). While not everyone with
Long Covid will develop ME/CFS,
m‘i...dt is our position that Long Covid
for many is another example of a
post viral fatigue syndrome that can
develop into ME/CFS” (MEA). The
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global concern aroused because of
Covid 19 has led to an astonishing
mushrooming and acceleration of
research into the virus’s mecha-
nisms, developments in targeted
vaccination, the 're-purposing' of
medications to address the symp-
toms and internal damage Covid
can do, and studies in epidemiology
alongside Covid's genetic details
and variations.

Devel opment s
N - Protein — The Nucleocapsid
and Cytokines

Firstly, the virus itself keeps gener-
ating novel challenges as mutations
that can enhance its transmissibility
and capacity for infection. We have
all seen its depiction as a ball with
spikes, resembling a WW2 marine
mine (illustrated in the last edition of
reMEmber inside back cover page).
The viral Spike Protein (SP) attach-
es to cell surfaces (like magnetic
spikes on a WW2 mine attach to a
ship’s hull). This action anchors the
virus and its integration into the in-
ternal replication apparatus of the
captured host. It is this SP feature
that mutates most often giving the
virus many chances to improve it-
self while evading antibodies specif-
ically induced by the latest mRNA
(Pfizer) and DND-based (Oxford)
vaccinations. While these jabs can
be tweaked to keep up with Spike
variations, hindering attachment,
new vaccines may soon target viral
“‘N Protein” (NP of the nucleocap-
sid) beneath the outer viral casing
which promotes virus replication in
post-invasion behaviour, and struc-
tural integrity. This NP mutates far
less readily (for survival it can't af-
ford any damaging shifts in such a
key role) and is therefore not such a
moving target as SP. Disarming NP,
by proactive vaccination, will inhibit
the virus in replication, blocking its
ability to multiply massively and so
doubly diminishing its ability to
throw up 'variants' such as India, or
Kent. In effect, we blow up the
'mine' before it even attaches to a
cell.

This molecular technology may
have implications for ME/CFS treat-



ment and prevention, and in other
viral conditions such as EBV, shin-
gles or HIV where “persistence”
might be the case. Viruses can re-
main hidden to immune detection or
neutralization, often very long-term,
becoming “integrated” or spliced into
host DNA, especially in B-Cells.

Secondly, we especially need to
understand the immune system role
of cytokine-signalling molecules in
conditions such as long-term ME/
CFS where, latterly, a low-grade
ongoing background inflammatory
signal has been identified in pa-
tients. The ME Association's publi-
cation ME/CFS/PVFS summarises
immune research that, “supports the
hypothesis of cytokine-mediated low
level immune system activation in
ME/CFS in both blood and the cere-
brospinal fluid.” (Table 4, p19).

Mul+49ystem
dr ome -CMI S

The rare but serious role of cytokine
'‘cascades' in critically ill Covid 19
patients has been known for
months, but other subtle effects of
the virus still keep taking us by sur-
prise. A recent study (Journal of
Clinical Investigation, Lael Yonker,
et al) looks at this from data involv-
ing very young children to early ado-
lescents. Called MISC-C or paediat-
ric multisystem inflammatory syn-
drome, apparently viral particles
may remain in the small intestine
long after the initial Covid attack
where, weeks later, symptoms of
high fever, pain and rash and ex-
treme fatigue appear. No, or very
low, levels of viral particles are de-
tected in the throat or nose, but
those in the gut, due to associated
intestinal permeability, move into the
bloodstream along with other sub-
stances such as gluten, leading to a
sudden hyper-inflammatory immune
response. The resultant 'cytokine
storm' can inflict sudden extensive
damage to heart and liver, and other
organs. This post Covid 19 compli-
cation can even be fatal in children
and young adults and requires long
hospital care and treatment
(steroids, immunoglobulin, and zon-
ulin to tighten epithelial junctions in
the small intestine). Interestingly, is
a similar less severe 'leaky gut' sce-
nario possible in other post-viral
medical conditions where continuing
low-grade immune over-activity is
detected ?

Speed

Short of the rate at which Covid
moved around the globe in 2020,
the development of the vaccine
types we already have has left
many of us standing in awe. It is
almost certainly true that had this
pandemic taken hold 15 or 20
years ago, the individual and na-
tional outcomes would have been
even more severe.

Brilliant New Va
Two new approaches based on
research into cancer in particular,
over the last two decades, have
provided the novel means of inject-
ing only a small and specific part of
a pathogen's genome into a host
immune system to build up recog-
nition, memory, immobilisation or
eradication of a threat such as

I nf I ammaGovid. Theyase either a short strip

of engineered Covid 'DNA' that
codes for its Spike Protein (Oxford
method), or the same mMRNA
equivalent sequence (Pfizer meth-
od). The latter 'messenger RNA' is
already translated ready to pro-
duce the Spike Protein (SP) using
host construction machinery in
body cells. What has enabled this
approach further is the recent and
remarkable way we can now se-
quence a cell or virus’s genetics,
find out what parts blueprint for
'what does what', and then even
isolate such specific sections by
snipping it out of the Covid ge-
nome. So, that 'build a Covid Spike
Protein only' gene is copied on its
own and multiplied very many
times using other technology, cop-
ied into harmless and largely evis-
cerated cold germs to carry it into
the body. These combined items
are then loaded into many vaccina-
tion ampoules ready for jabs. The
speed at which this sort of technol-
ogy now proceeds is very hopeful
for identifying and fixing whatever
molecular wrongs persist in condi-
tions such as Long Covid, ME/CFS
or Fybromyalgia, and many other
disabilities or illnesses such as
cancer, some types of which are
known to have viral triggers.

Bl ood
cines

clots and

Exemplifying the rate at which
these developments move, scien-
tists in Germany believe the Oxford
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and Johnson vaccines could be
tweaked to prevent any of the
miniscule complications of these
two inoculants occuring. The prob-
lem might be with the adenovirus
chaperone and DNA combination
noted above that both the latter
vaccines use to carry and deliver
the Spike Protein genetic construc-
tion message of Covid 19. By de-
sign, that gene message is directed
to the host cell nucleus (NB) for
replication events to commence

¢ dheme éather than as mRNA in the

main cell body, called the cyto-
sol). But on extremely rare occa-
sions the DNA message gets
spliced or split apart in the host nu-
cleus so that useless malformed
versions of the Spike are produced
that do not assemble correctly like
real SP for correct immunisation to
occur. Once in the blood stream, it
is believed the broken Spike frac-
tions are eventually attacked by
clumps of host cells and then form
blood clots. This scenario according
to research team leader professor
Rolf Marschalek (Goethe Universi-
ty, Frankfurt, May 2021). It is again
a testimony to very modern tech-
niques and insight, that we can of-
ten formulate and replicate these
molecular events in the laboratory,
and now aim to fix them by way of
microscopic engineering.

Tetanus and Chi
If you have ever accidentally driven
part of a rusty nail into the skin
while gardening you may get asked
when you last had a tetanus injec-
tion. These are given routinely in
early childhood as part of a three-
fold inoculation called DTP. The
problem with some, but not all, vac-
cinations is that they can wear off
over time and need a boost, or im-
plementing at the time of such a
gardening accident. Tetanus jabs
protect for only ten or so years.
Many adults don't bother updating.
But that might be about to change
since Covid 19. The reason started
with the realization that Covid was
targeting both older and disabled
individuals, increasingly so with age
related frequency. The rationale for
this clear indication in the statistics

T was aitkplentige imvhere systems of

the health compromised or the pro-
gressively elderly were less efficient
in warding off viral and similar at-
tack. However, this data did not
explain why the younger popula-

|l dhoo



tion, in childhood, seemed to be es-
caping infection and transmission so
relatively well. Actually, the younger
the child, the more immune-naive
they will be, leaving them wide open
without such built up defences.
Shouldn't they therefore be at least,
or even more so, compromised by
Covid 19. What is possibly protecting
them?

The answer seems to be their earlier
history of infant and childhood vac-
cinations. In a manner inconceivable
20 or 30 years ago, scientists began
correlating vast amounts of data, now
available, regarding key features of
the molecular structure of proteins
that make up fungi, viruses, bacteria
and some of the toxins the latter se-
crete. This had already been ob-
tained from many different organisms
including rats, mice, rabbits, bats and
humans, etc, and correlated at com-
puting speeds hardly thinkable for
most back in the 1990s. (One mo-
ment for the very technical reader
please: They sifted through 30 tera-
bytes of data comparing different
protein substructures of COVID 19,
set against more than 4 million well
studied proteins in the scientific liter-
ature, generating a knowledge base
of over 155 billion relational facts!).
They were looking to see what corre-
spondence there was between the
shape (or pattern) of proteins in cur-
rent inoculant jabs and the protein
shapes of known pathogens.

In many instances, such computer
attempts at matching showed little or
no correspondence. But occasionally
there might be something of a hit.
One such correlation was a Covid
spike protein and tetanus toxin affini-
ty. The latter Tetanus secretion is
already used in immunisation jabs. In
fact, the effect was most pronounced
when a full DTP vaccine was consid-
ered (diphtheria-tetanus-pertussis
triple combination inoculation was
compared, though the pertussis com-
ponent was not actively cru-
cial). (Rickett, D. et al. Does Tetanus
Vaccination Contribute to Reduced
Severity of COVID-19 Infection?)

The 'simplified' account given here,
nevertheless, tells us something truly
remarkable. It seems from this mas-
sive artificial intelligence (Al) comput-
er search and the correlations, Rick-
ett and the team found that the DTP
jabs are conferring protection against
Covid 19 in infants and children - well

into adolescence in fact, by way of
“cross reactive immunity”. For our
purposes, that's basically when a jab
intended for one protection job as-
sists with preventing some other un-
related infection too. Bacteria like to
consume your cells’ glucose in the
interests of replicating more of them-
selves, while viruses hijack your
cells’ gene transcription and replica-
tion apparatus to accomplish the
same survival aim. Though very dif-
ferent organisms in complexity and
behaviour, a correlation for efficacy
in inoculation (that no one had even
guessed at) was being highlighted.

Studying the same phenomena and
outcomes, Pedro A. Peche (Faculty
of Medicine, Complutense University
of Madrid, Spain) notes late last year
that, “Our data indicates DTP vac-
cines can elicit ample T cell and B
cell cross-reactive im munity against
SARS-CoV-2 (Covid 19).....immunity
from the D and T components is like-
ly what protects children against
COVID-19 worldwide.” These
jabs may also already be protecting
pregnant women and their unborn,
and, in some institutions, individuals
such as prisoners.

Only time will tell if this realisation is
usefully extendable into adult popu-
lations, especially among the elderly
or those living with health conditions
such as diabetes, MS or ME/CFS,
thus promoting the usefulness of
tetanus inoculation also alongside of
other Covid antagonists. We could
suggest that this may provide unique
and additional protection further,
since other active protein motifs on
viruses or bacteria (locations on pro-
teins that can interact in infection or
immune responses) may be ad-
dressed more extensively (instead of
'just' the spike protein, for example)
helping to prevent Covid attack and
immune threats from its variants, or
to 'doubly' reduce its impact in elder-
ly, disabled or immune-compromised
individuals. This again may include
ME, MS and FM patients.

New Scientist (Ju
Preval ence Statis
For the second time within a year,
New Scientist magazine has dedicat-
ed a further edition (26th June 2021)
to a Special Report on the develop-
ing concern and research into Long
Covid. It suggests that more than
one million individuals in the UK are
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now living with this medical scenario
(UK Office for National Statistics),
though other sources have put this
figure higher. Some 14% of persons
who have encountered Covid go on
to suffer a continuation of various ill
effects, in the UK 850,000 at least
12 weeks after Covid infection. How-
ever this, too, is very likely to be a
considerable underestimate since
only 10% of Covid cases may be
detected, putting a projected global
statistic for Long Covid at about 250
million. The article envisions a situa-
tion in which many millions of indi-
viduals are going to be left sympto-
matic long after the precipitating vi-
ral pandemic has been brought to
some manageable level of resolu-
tion.

Types and
The three main categories of patient
continuing into illness with post-
Covid difficulties can be character-
ised as a) those dealing with the
after effects of ventilation and immo-
bilisation treatments, b) organ dam-
age caused by the virus or c) a post
infection fatigue syndrome. Trauma,
muscular atrophy, organ support,
medication or behavioural manage-
ment counselling are but a few of
the consequences and necessities
of post-Covid syndrome. Some pa-
tients will present with mixtures of
these symptoms, and the overall
impact on their work, social life, lei-
sure, educational or family concerns
cannot be overestimated. Less typi-
cal, but well represented, are symp-
tomatic cases involving bowel com-
plications, shortness of breath, rash-
es, sleep irregularity and disturb-
ance, heart palpitations, tissue scar-
ring, renal or nervous system com-
plications, and so on. “One puzzling
feature is that those most prone to
long Covid aren't those most likely to
get sick from the initial infection.”
New Scientist explains.

Fatigue
The impact on health care provision
is also, currently, inestimably long-
term. The cardinal symptom of Long
| GoviRi®) chrbnjc fatigued ant is con-
sistent with many other virally pre-
t dipitated long duration syndromes.
New Scientist notes; “Post viral fa-
tigue is long lasting tiredness, espe-
cially in response to only minor exer-
tion, which is sometimes seen after
other viral infections, including flu
and the Epstein-Barr virus. If it per-
sists for many months, it may be

Subtypes



called chronic-fatigue syndrome/
myalgic encephalomyelitis (CFS/
ME). Fatigue is the most common
symptom in people with long covid.”

Many ME/CFS patients report an
initial viral-like prodrome before pro-
tracted physical and cognitive fatigue
arises. Generally with Covid, the
worse the initial viral challenge the
deeper or longer are the effects of
Long Covid, but even this is no hard
and fast rule; minimally impacted
cases of Covid can also graduate to
chronic debility, certainly encom-
passing months that follow. It is also
not clear why older males seem to
succumb more readily to Long Covid
whereas the age range of suscepti-
bility for this in women is centred
more generally in, and around, the
thirties to sixties. Geographical areas
of deprivation and low employment,
or poor health care provision are indi-
cated, too, for higher incidence of
long term Covid. These latter varia-
bles are probably to be expected.

Defining Long Cov
These various and typical considera-
tions illustrate how difficult it is to
define precisely what Long Covid
actually is. New Scientist commen-
tary suggests there are perhaps as
many definitions as there are studies
into the condition (or cluster of condi-
tions). The developing WHO criteria
currently require that Long Covid
candidates must first have been in-
fected with the virus and then gone
on to those typical symptoms such
as cognitive and physiological fatigue
that adversely affect day to day func-
tioning, and where no other diagnos-
tic indicators are present. This, says
the article, is still difficult to pin down:
what about asymptomatic Covid car-
riers or the fact that many of Long
Covid's itinerary of symptoms are
readily present in many unrelated
illnesses. And some of these mani-
festations are not easily tested for.

Long Covid Develo
Three main possibilities exist where
Covid infection might extend into a
long term debility; firstly, a persistent
viral infection such as we find with
integrating retroviruses in cases such
as shingles. Secondly - subtle or
overt organ damage to the nervous
(CNS), renal or immune system.
Thirdly - auto-immune reactions
where disturbed cytokine or other
immune entities erroneously offset or

attack their host. Interestingly New
Scientist adds the observation that
fragments of Covid virus can linger
in 'otherwise healthy people' months
after infection. Again, in one small
study to date, auto antibody and
inflammatory components appear to
arise in some individuals well after
infection. That is not unlike the
'leaky intestine' situation, where
some level of amelioration on epi-
thelial gates could be achieved.

Heal t h Car e
search, UK.
Eighty three clinics are open in Eng-
land at the time of writing, though no
such provision was made for ser-
vices by the devolved parliaments in
Wales, etc. Not knowing the specific
molecular or biological cause of
Long Covid, we can only hope cur-
rently to treat the symptoms. And
these must be tailor-made for indi-
vidual patients; 'those dealing with
the consequences of pneumonia’,
the article explains, 'might benefit
from gradations of exercise in recov-
eéry’ New Scientist notes, 'but that
treatment approach could be inimi-
cal to patients with covid-induced
ME/CFS' (statement by David
Strain, University of Exeter, with the
NHS Long Covid Task Force).

Prov

Children with Long Covid or ME/
CFS constitute a special category of
patient, and the WHO is working on
a specific definition for these cases:
as of May 2021 some 30,000 chil-
dren aged between 2 and 16 were
living with Long Covid in the UK,
according to New Scientist report-
ing, 14,000 with curtailed activity
and 3,000 whose activity was
'limited a lot'".

Treat ments

Psychological trauma is bound to be
a universal problem for persons who
have gone from active, working,
socially outgoing and largely partici-
pating in life, to inactive and limited

p lmiagy There i€ eedainly ot enough

service provision at all to support
the numbers that are presenting
with the debilitating and varying or-
ders of magnitude in Long Covid,
from across the UK. Real trials for
medications, dietary and sleep hy-
giene, with alternative approaches
to medicine are needed, much of
which, such as meditation or relaxa-
tion, breathing techniques, correctly
pacing energy expenditure and so
on, are already time honoured.
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Putting ME/CFS in
Suddenly, an interest in ME/CFS
and its evident similarity to key as-
pects of Long Covid are being indi-
cated. The New Scientist article
notes “Some forms of Long Covid
have parallels with CFS/ME, in
which people experience debilitating
fatigue and other symptoms such as
muscle pains and difficulty concen-
trating. As with long Covid, the
mechanism behind it is unclear,
there is no consensus on treatment,
ad thbose affeaied carRface scepti-
cism about there being anything
wrong. Some people hope that be-
cause long Covid is now being re-
ported by medical professionals, the
idea of post-viral fatigue has gained
respect. 'Clearly, there's a lot about
viruses that we don't understand',
says Sarah Tyson, 'Also there's a
lot of funding for research and de-
velopment of services [for long
Covid], that has resources spilling
over for ME.' (S.Tyson, University of
Manchester UK and member of the

National Institute for Health Re-
search, NIHR, report's steering
group).

One more ‘clue’ f

A very recent indication for investi-
gating the presence or persistence
of Covid, and its impact, comes
from a study published in the British
Journal of Ophthalmology, 26th July
2021, by Dr Rayaz Malik, professor
of medicine and consultant physi-
cian at Weill Cornell Medicine-
Qatar, Doha. Using corneal confo-
cal microscopy (CCM), a rapidly
developing research and diagnostic
tool for studying cells and their pe-
ripheral fibres in the cornea of the
eye, scientists have been able to
detect damage to nerves, associat-
ed with various pathological condi-
tions including MS and diabetes.
The team used the technique on 40
Long Covid patients and controls to
assess consequential or potential
damage levels (the relatively small
cohort of 40 subjects is actually
quite adequate to obtain a statisti-
cally significant signal). They count-
ed the number of small-fibre nerve
cells present and also measured the
length and degree of branching of
cell fibres.

People who develop Long Covid
show small-fibre nerve loss, but
those who have had Covid but with-
out Long Covid aftermath do not.
And, based on previous studies in
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other patient categories, “this is a
very good barometer, almost, of
nerve damage elsewhere” says Ma-
lik. Patients had been asked to com-
plete scores of severity and symp-
toms present on several question-
naires. The degree of nerve-fibre
damage correlates with symptom
severity, each elevating together in
the direction of increasing patholo-
gy. Live Science online reports, “All
of the Covid 19 survivors studied
harboured a large number of im-
mune cells on their corneas; more
specifically, immune cells called
dendritic cells that help inform the
immune system of foreign invaders
appeared in unusually high quanti-
ties.” A five-fold increased represen-
tation of these mediating cells was
found in the Long Covid casualties
compared to healthy controls. “So
there's clearly something, there's an
immune process that is still ongoing”
says Professor Malik.

The Near Future
The whole thrust of the current arti-
cle has been to show that the alarm-
ing amount of Long Covid is forcing
serious and urgent world-wide re-
search into those many individuals
who succumb to indefinitely extend-
ed symptoms in months, and now
years, following infection, and that
are concomitant in severity and na-
ture with many characterisations
also defining ME/CFS. The magni-
tude and similarity of these two
medical entities cannot be neglected
any longer and work on Long Covid
is already compelling and informing
us with new insights, diagnostic and
treatment approaches toward 'Long
-ignored ME/CFS'.

Professor Anthony Komaroff of Har-
vard Medical School agrees,
“Research into Long Covid is in its
infancy but, so far, the condition ap-
pears remarkably similar to ME/
CFS”. Commenting on the mush-
rooming effort now being assembled
globally into understanding Long
Covid, and the new opportunities for
up-and-coming research scientists,

I'e

he notes further that, "because of
the surge in both financial support
and talent, | think we're likely to get
some fundamental answers to both
long Covid and ME/CFS in the next
five years. And, by fundamental
answers, | mean good diagnostc
tests and some effective treat-
ments.” (NB. This edition of reMEm-
ber carries an article involving fur-
ther work by Professor Komaroff).
Concl usi on

Back in the mid 1990s, during the
era of “Yuppie Flu”, several studies
attempted to evaluate 'Cognitive
Failures' for attention, and long term
memory, span of immediate
memory, attention and reaction
skills, and Stroop Interference in
ME/CFS patients. Along with self-
reporting performance, and obser-
vation of neurologically disrupting
interference patterns, their results
were compared among patients with
known persistent viral conditions
(HIV, Shingles, EBV, etc). The cor-
relations were significant and ME
patients were rated with scores for
cognitive performance some 30%
deficit against healthy, matched age
and gender categories. The pilot
studies, conducted by Dr Andrew P.
Smith and the present writer, of Uni-
versity of Sussex, Falmer, were
submitted as a first 10,000 word
finals dissertation. Similar design
studies are certainly indicated
again, encompassing ME/CFS-
Long Covid subjects, and descrip-
tive of many other parameters now
available to medical science.

Cell and molecular biology has
come a vast distance since 1993,
as some of the Covid studies and
methods have here indicated. Now,
with the intense study of Covid 19
currently, and its unfortunate largely
unanticipated persistent health cor-
ollary 'Long Covid' in 14% of those
'recovered', this will help to inform
and exonerate ME/CFS and its
quarter million UK patients hugely.
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EXaD24; A new
treat ment -If9%r
Kar | Krysko, B

The start of August 2021 saw a
number of reports involving another
very novel approach to dealing with
the ongoing Covid-19 infection, first
trialled in spring. In the second cur-
rent round of tests, 93% of patients
who were 'moderate to seriously ill'
in several Greek hospitals recovered
in the Phase 2 routines and were
discharged in five days or fewer
(Jerusalem Post Health and Sci-
ence, 5th August).

Developed at Tel Aviv's Sourasky
Medical Centre, 'the main goal of
this study was to verify the drug is
safe. To this day we have not regis-
tered any significant side effect in
any patient from both groups
(including Phase 1 last February’)
said the medication's inventor Pro-
fessor Nadir Arber. They elevated
the effective dose levels too.

He and his co-developer, Dr Shiran
Shapira, base the drug on a natural-
ly occurring molecule in the body
called CD24. The professor has
been studying that protein for some
25 years, especially for its original
repurposed’ use in cancer treat-
ment. That's how the new mRNA
and DNA vaccines came about last
year, as now applied to Covid-19.
But this CD24 approach is otherwise
quite different. .

The main cause of clinical deteriora-
tion in a few Covid-19 patients is a
'cytokine storm’, and CD24, which is
also a key player in most human
cancers, also regulates the prolifera-
tion of immune T-cells that fight back
at infections, such as flu. If CD24's
regulation in the lungs (where Covid-
19 attacks) goes too high, the num-
ber of T-cells (and other inflammato-
ry components) over proliferate, re-
sulting in the 'storm'. This seriously
damages the body’s breathing and
oxygenating apparatus and can be-
come fatal. The introduction of cer-
tain cell-type (MSCs) products called
exosomes can break this vicious
cycle and so halt and alleviate dam-
age even at a serious level

Arber notes their therapy, "EXO-
CD24", does not affect the whole



immune system but adjusts things
specifically at the 'storm' causing
components. 'We are employing
exosomes, very small vesicles from
the membrane of cells' he says.
These carry inflammatory regulation
messages and information. 'By man-
aging to deliver them exactly where
they are needed we avoid many side
effects.’ Steroid treatments in Covid-
19, for example, shut down the en-
tire immune response but, 'we are
balancing the part responsible for
the cytokine storm using the endog-
enous mechanism of the body,
meaning tools offered by the body
itself.' (ibid)

None of their trial patients, some in
their 80s and others in serious Covid
-19 challenge, have progressed to
intubation. The third round of tests,
that employ the regular treatment as
a placebo for controls and EXO-
CD24 therapy included for the rest,
will, they hope, have concluded by
the end of this year.

The approach has massive potential
for many other medical conditions,
such as most cancers, asthma, MS,
Long Covid-19 and possibly ME/
CFs.
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Cats from Sue and Mel

Napping Time with Teddy & Elvis

Hello friends, Elvis here, | thought | would update you on a very important part of a cat’s life; Napping is an art form
that all cats develop to a greater or lesser extent.

We all learn from an early age that comfort is important, be it a sofa, cushion or your brother.

However when it is cold there is nothing better than a heat blasting radiator,
especially where there are hot pipes under the carpet. Teddy likes to do his aerobics when he naps as he has to
watch his figure.

|
B

It is important to have a variety of napping places as the comfort can change depending on the time of day and
weather
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These four pictures show some of Teddy’'s napping spots. Top left is his basket which is below a south facing win-
dow. He gets a lot of sun but also likes to sleep here at night as the basket sides give him a sense of security.

Top right is a chair in the dining room; he uses this in the summer when he wants somewhere cool to nap.

Bottom left is the north facing window ledge, very cool especially when the window is open. Bottom right is the sofa,
which has a radiator behind it; a great place in the winter.

| personally like to lie on the staff. There is nothing nicer than to have supper, go out for a patrol then come back and
settle down between someone’s knees. It is even better when | am wet. | get towelled off, then warm up rubbing by
myself against their legs, and finally a nice ear and neck scratchy........ Mmmmmm HEAVEN.

L.

| am also very keen to sleep on the bed or sofa, any where that is comfy.
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My nights are usually spent on the bed curled between Mel’s feet; this is especially good when she has a hot water
bottle.

Another good resting spot is the bottom of the stairs, | like the feeling of power when the servants come rushing
down the stairs and suddenly have to avoid me.

|

The dining room window ledge is very good to relax on, especially if they are serving food. As you know, they never
feed us enough so any chance of snatching a mouthful means we must always be vigilant.
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Teddy and | hope you have had a great summer and look forward to seeing you here this year (especially if you hap-
pen to bring treats). We are really not fussy so anything will do: Chicken, Beef, Lamb, Sausages, Fish, Chocolate,
Cake, Bacon, Cream, Ice-cream, Custard etc....Oh and | have discovered Cake Mix, yummmmm.

Sue Cherriman, with a couple of additions from Mel, on behalf of Elvis: “My paws don’t type very well!”

re\/ “mber
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Laughter I s the Best Medic

Funnies Subject: Over 70i s

QUESTI ONS AND ANSWERS FROM THE “ CARP FOF

(CARKal i fornia Association of Retired

Q: Where can single men over the age of 70 find younger women who are interested in them?
A: Try a bookstore, under Fiction.

Q: What can a man do while his wife is going through menopause?
A: Keep busy. If you're handy with tools, you can finish the basement. When you're done, you will
have a place to live.

Q: How can you increase the heart rate of your over-70-year-old husband?
A: Tell him you're pregnant.

Q: How can you avoid that terrible curse of the elderly wrinkles?
A: Take off your glasses.

Q: Seriously! What can | do for these crow's feet and all those wrinkles on my face?
A: Go braless. It will usually pull them out.

Q: Why should 70-plus year old people use valet parking?
A: Valets don't forget where they park your car

Q: Is it common for 70-plus year olds to have problems with short term memory storage?
A: Storing memory is not a problem. Retrieving it is the problem.

Q: As people age, do they sleep more soundly?
A: Yes, but usually in the afternoon.

Q: Where should 70-plus year olds look for eye glasses?
A: On their foreheads.

Q: What is the most common remark made by 70-plus year olds when they enter antique stores?
A: "Gosh, | remember these!"
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