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Welcome!

Welcome to this workbook and associated resources, looking to support you in
developing confidence in the skills and knowledge you need to answer questions
about medicines.

This package has been produced by pharmacy professionals working in Medicines
Information services and who are part of the UKMi network.

UK Medicines Information is an NHS pharmacy based network. Its aim is to support
the safe, effective and efficient use of medicines by the provision of evidence-based
information and advice on their therapeutic use. Outputs are provided by a network
of 220 local Medicines Information Centres based in the pharmacy departments of
most hospital Trusts, 14 regional centres and 1 national centre (Wales). These
centres work closely together to provide a “virtual” national service. The centres are
staffed by pharmacists and pharmacy technicians with clinical expertise and
particular skills in locating, assessing and interpreting information about medicines.
They use this to convert the clouds of information that’s available into useable,
understandable evidence-based advice to improve the care of patients.

Which is how this workbook has come about, and why we’re involved. As experts
and enthusiasts in the area, we hope to share some of our knowledge with you to
help you build your confidence around answering questions about medicines
whichever sector you work in, and to give you ways of thinking about things so that
you can approach things in a structured way. It’s thinking about thinking, or
metacognition, if you’re feeling fancy.

By doing this, we hope that we'll cover the following HEE learning outcomes:

1.1 Applies evidence based clinical knowledge and up to date guidance to make
suitable recommendations or take appropriate actions with confidence

1.4 Accesses and critically appraises appropriate information to make evidence-
based decisions in an efficient and systematic manner; ensures high attention
to detail is maintained when making decisions regarding the individual
receiving care

1.5ldentifies and manages uncertainty and risk appropriately
1.6Takes the cost-effectiveness of a decision into account where necessary
working to the appropriate formulary



Our plan

Our plan is therefore to start off in part 1 talking about some of the generic
background things you may want to know about before tackling questions. How do
you :

work out what the actual problem is?
plan and execute a search strategy?
review and synthesise information?

effectively communicate an answer?

We’ll then move on to some signposting to other resources you might be interested
in. Where can you look for free to access resources, and how you can assess the
guality of new resources you might come across? And then think about the approach
to particular questions - what sort of questions do you need to be asking yourself?

In part 2, we’ll then move on to some case studies, where you get to apply some of
your knowledge you've gained from part 1, and explore some of the things touched
on in part 1 in greater depth.

We hope you find this package useful. We've tried to design it so that you can work
through it as a whole programme if that’s what you want, or for something you can
dip in and out of, or refer to later on if you want a refresher on a particular topic. We’'ll
also provide links and signposting to other resources that you might find useful -
there’s a world of information out there on how to think about medicines and
guestions, and this workbook is hopefully only the start!

Key:

There are various activities and resources we will signpost you to which are highlighted
using the following symbols:

/ Complete the questions.

[L!_.-_“ Read helpful reference sources

Undertake some e-learning e.g. Medicines Learning Portal (MLP) Clinical Problem
Solving for Pharmacists

O

Perform a practical task (e.g. listening to a podcast)

@ Discuss something with a senior colleague or specialist pharmacist



Section 1: Background Knowledge

To ensure you set off on the right track, having some basic knowledge and skills
prior to starting a medicine related enquiry is really important. So, in this section let’s
get that foundation ready, so you can practice these in the case studies coming up in
section two.

1. Aims

We have a few key things about handling a question about medicines that we want
you take away from this training. They include:

Think about background questions and what information we really need to help

us make sense of the question.

e Consider how to build a search strategy and what information is relevant.

e Investigate what free resources are available and think about how we can assess
a resource for quality and usefulness

e Discuss how the information we have gathered can be synthesised into a usable
answer.

e Look at how we can effectively communicate our answer to different people.

Because there’s lots of information out there already, much of this section will be
about signposting you to resources that are already available. It's going to look like
quite a short section, but there’s loads to read outside through the links. We've tried
wherever possible to keep these to free-to-access resources, but where you work
may have access to other information resources as well.

The important thing to keep in mind is that this workbook is just the start of your
learning - we're hoping to give you a guide for where you could look as you start out,
but after that the world is your oyster.

2. Questioning

Through this workbook we’re trying to think about how we approach questions that
we're asked. People ask questions all the time, and it might seem that it’s an obvious
process - someone asks a question, and you answer it. So why are we making this
more complicated? Why do you think collecting some background information about
the enquiry is needed? Take a few minutes to write your ideas down/think about it
before you read on and see what we think.

Why ask questions?

Here are some of the reasons (there are likely to be more) why we need to ask
further information from the enquirer:

Helps you to work out what the question actually is

o Often, people (and that includes us) are not very good at asking questions.
They might drown you in interesting but non-useful information, or just share



facts. Or ask you the question they think needs answering, when actually
answering a different question would be much more helpful. Background
questioning helps to work out what we’re actually going to try to answer.

Can affect the advice you give

o Exploring the context around the question and situation is key to ensuring
you are going to research the correct question and give the appropriate
answer. For example, prospective and retrospective enquiries may require
the same level of research, using the same resources - but your advice in
each case may be different.

Minimises the risk of incorrect answers and therefore reduces risk to patients

o Sometimes, it may not be clear what the actual question is immediately, for
both yourself and the enquirer. It is only by asking further questions, to give
some context to the whole situation that the ‘real’ question becomes
apparent.

o By confirming the question you are going to answer with the enquirer, you
can reduce the risk of misinterpretation of the question, providing incorrect
advice and reducing risk to patients.

o Patient specific characteristics may also affect your answer, for example
renal function, liver function or administration routes etc. Patient safety is our
primary concern and we are unable to be truly patient centred unless we
have all the information needed to make an evidenced based decision.

Minimises litigation
o lItis unfortunate that litigation within the NHS is a huge expenditure and we
must ensure we take reasonable steps to ensure patient safety is paramount.
By ensuring all the background information has been gathered and

documented correctly (we’ll cover documentation later), we can be confident
we are providing appropriate and safe advice.

May affect the amount of research and level of detail in the answer

o If we were to think about the level of detail a doctor might need versus the
detail a patient might require, this could potentially change the way we
approach the question and resources used to gather information.

Affects urgency and lets you plan ahead

o Having context and background information will give you an idea of how
urgent your advice/answer is and therefore, prioritise your workload. You may
need to negotiate a shared agenda with the enquirer as most enquirers will
feel that their question is the most urgent and they require an answer as soon
as possible - this is human nature!

What questions should | ask?
So, we've had a think about some of the reasons why we need to ask background

guestions, and get more information out of the people who ask us questions. But
what are the questions we need to ask?



Help with questioning

The Medicines Learning Portal has a handy guide that you may find useful as
a starting point when thinking about background general questions.

For a more in depth list of suggested background questions you may wish to
look at the UKMI Enquiry Answering Guidelines. In this guideline
recommended questions are listed by category, with different questions
suggested for different types of enquiry.

Your approach

This seems like a lot to remember doesn't it? To try and make it more manageable,
you may find it useful to think of a system or routine that helps you to remember
what you need to ask. This will all become easier once you have more experience in
whatever area of pharmacy you work in.

Take some time to think about how you approach gathering background information
for answering questions, what structures and routines you might use to support this,
and how you might go about practicing skills to help you improve. There’s some
really good advice out there, but everyone’s different, so you need to find out what
works for you.

Communication

As well as what you ask, you might also want to think about how you ask it. To be
really good at answering questions you need to build a rapport with your enquirer so
that they feel comfortable sharing information with you.

The Medicines Learning Portal has a good section on general
communication skills.

S Here's a podcast of some experienced Medicines Information pharmacists
talking about what they think about when they’re taking in a question Spotify

3. Search Strategy

Now that you have all the background that you need about the question, it's time to think
about where we might find the information we need to build an answer. It would be easy to
look in every resource that is available within your place of work; however this is not
necessarily the best, and definitely not the most efficient way to look for information to help
you. By breaking the scenario down in to the real question being asked, you may be able to
reveal what type of enquiry you are presented with.


https://www.medicineslearningportal.org/2015/07/general-questions.html
https://www.sps.nhs.uk/articles/ukmi-enquiry-answering/
https://www.medicineslearningportal.org/p/communication-skills.html
https://open.spotify.com/episode/2pQPC01h1wMZI9q7kc0zMm?si=nMXfXP4gQwKCuREXHeOwtQ

Type of enquiry

If you take a look at the Enquiry Answering Guidelines again (UKMi Enquiry
Answering ) you can see, as we said before, that UKMi recommend
identifying the ‘type’ of enquiry to guide your search strategy.

Interactions Administration

Drug compatibility

Breast feeding
Adverse effects

Renal impairment

Pregnanc
And many more... E v

By working out what type of enquiry you're being asked about, you can draw links
between the question you’re being asked now, with questions that you’ve been
asked in the past. Where did you look for answers to your previous question, and did
they help?

By putting things into a structure - “ah, this is an interactions question, and last time |
...” - you reduce the amount of time and effort you have to put in, because you can
use the strategies and techniques you already know, because you’ve used them
before.

Information Resources

So thinking of the resources that you have access to, can you think what type of
enquiry they would be useful for? Again, in the Enquiry Answering Guidelines (UKMi
Enquiry Answering ) there’s information from UKMI which is really useful. But have a
think for yourself first. If you were asked an interactions question, where would you
look? What if it was a pregnancy question? Would your strategy be different?

Narrowing down your search

And then, when you’ve got a list of resources you could look at, you need to have a
think about what you will look at, and in what order. If you look at absolutely every
possible resource for every question, you’ll be wasting your time. And if you launch
into a literature search straight off, you might be missing something obvious in the
BNF. So what do you do?

When thinking about the range of resources available, you might be able to see that
some are generalist (e.g. BNF), others are slightly more specialised in their area
(e.g. Stockley’s Drug Interactions).


https://www.sps.nhs.uk/articles/ukmi-enquiry-answering/
https://www.sps.nhs.uk/articles/ukmi-enquiry-answering/
https://www.sps.nhs.uk/articles/ukmi-enquiry-answering/
https://www.sps.nhs.uk/articles/ukmi-enquiry-answering/

You could think of it as a funnel. The broad generalist resources are the top wide
part as they contain lots of information, but not in much detail. The next sections of
the funnel contain less ‘bulk’ and have more specific and focused information.
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You therefore might want to start by looking at the broad, generalist resources,
before going into the more specialised resources or doing a literature search.
There’s no point looking at clinical trials and specialist resources, if the answer is the
BNF. However, if the answer isn’t in the BNF or first resource you look at, you
shouldn’t just stop and give up.

So for each question, it's worth breaking down your resources into different groups -
so that you can be as efficient as possible, without giving up too early:

e Where will you look as a minimum?
e If you then don’t have an answer you’re confident in, where will you look next?
¢ And then if you still don’t have an answer you’re confident in, where will you
look next?
And so on...

& Heres a podcast of some more experienced Medicines Information
pharmacists talking about how they think about planning their search
strategies. Spotify

4. Resources on resources

So we've talked about resources you could use for different types of questions, but
it's worth having a proper look round on what resources are available to you now,
which ones you'd like to have access to, and how you can think about the quality of
the individual resources.

The range of resources that are available to help you gather information will vary
depending on your place of work. If you work in a large NHS teaching hospital, you
may have access to lots of online and paper resources. Conversely, if you are
working in other settings you may not have access to some subscription based
resources and will need to rely more on freely available information.


https://open.spotify.com/episode/1ixKIWaNEeLo1D8JuYLnpg?si=tpdoqUpsSEOzPOzy331DAg

There are lots of free access resources online which have been assessed
and approved for use to answer medicine related questions by UKMi. They
have also published a ‘Tips, Hints and Limitations’ guide for these
resources. In addition UKMi also produce lots of resources designed to
assist healthcare professionals that work in different healthcare sectors. This
presentation can be found here: UKMi information resources

The internet allows lots of information to be shared widely, and as we know, anyone
can create a website (and make it look quite professional) .

The Medicines Learning Portal (MLP) have a great summary explaining how
we can use the internet with confidence and some top tips when assessing
the quality and reliability of the information found.

If you have found a resource that you think might be helpful, there are some tools
that can be used to help you assess them.

The resource assessment tool will help you to tease out the important
information and decide if what you have found is a valid source of material.

& For a different angle, look at this YouTube video on the CRAAP tool. (How
Library Stuff Works: How to Evaluate Resources (the CRAAP Test) )

@ Don'’t forget that you have senior or specialist pharmacy colleagues who
you can look to for advice or simply to chat through your findings and thoughts.

You now just need to look in the resources and pull out all the relevant information
that will help you answer your question. Then once you’ve done that, you need to
think about how you turn this cloud of information into useful advice.

5. Interpreting the information and synthesising an answer

Once you have completed your research, the trickier work begins, pulling it all
together to create an answer that provides advice. Information on its own is often not
helpful - if it was all that was needed, we’d quickly be out of a job as Google is much
better at finding information than we are. What we need to do, and where our value
comes in, is we need to convert all the information we’ve gathered, assess it, and
then turn it into useful advice that we can then communicate to whoever is asking the
guestion.

Decision making

This is often the most difficult bit of the process of answering a question, and it can
make people feel a bit uncomfortable. Most of us are ok sharing information and
facts we've found from elsewhere, but when it comes to turning this information into
advice and giving our opinion, it can make you feel a bit nervous - particularly when
you're first starting out in your career.


http://pharminfo01/mi_intranet/milinks.asp
http://pharminfo01/mi_intranet/milinks.asp
https://www.sps.nhs.uk/articles/ukmi-information-resources/
https://www.medicineslearningportal.org/2016/04/internet-and-medicines.html
http://pharminfo01/mi_intranet/milinks.asp
https://www.youtube.com/watch?v=_M1-aMCJHFg&t=95s
https://www.youtube.com/watch?v=_M1-aMCJHFg&t=95s

The Medicines Learning Portal has some useful scenarios that can help you to start
thinking about how you go about turning your information into an answer in their
decision making section, and help you to feel more comfortable when you might not
feel you have a clear cut answer. However it is very helpful to think about how you
structure your answer and the key elements you should include.

Medicines Learning Portal

Decision making - lack of information

Decision making - out of my depth

Decision making - conflicting information

6. Communicating an answer

Ensuring that the intended message is received is really important - and the key to
this is effective communication skills, as reflected in the GPhC Standards for
Pharmacy Professionals. You can do the most fabulous work in the world
researching an answer and pulling your advice together, but if you can’t effectively
communicate the information to the person asking the question, all that effort has
been wasted.

L we've mentioned it before, but the Medicines Learning Portal has a great
introduction to communication skills for pharmacists.

Also, it’s really important to remember that you're communicating with a purpose.
When you're answering a question, you want something to be different after you've
given the answer, compared to before. What do you want to happen, and does
information or advice you’ve shared, and the way you've shared it, make that more
or less likely to happen? Your communication needs to be clear, unambiguous, and
tailored to the needs of the person you’re talking to. Your answer may be the same
for a patient, their relative, or their consultant - but the way communicate it could be
very different, depending on who you’re talking to. Make sure you're checking back
to ensure that what you are sharing with them is helpful.

7. Close

And with that, we’'ve reached the end of the first section, where we’ve hopefully given
you some things to think about, about how you approach answering questions.
We've talked a lot about using structures to help order your thoughts, and to make
things feel simpler and more manageable, and provided you with lots of links to other
resources that you can use to learn more.

We've also talked a lot about working out what type of question you're being asked,
so that you can use the same strategies for multiple questions. If you're interested,
there’s lots of information from UKMI in their enquiry answering guide (UKMi Enquiry
Answering ). If you prefer listening to information, there’s a selection of webinars and



https://www.medicineslearningportal.org/p/decision-making.html
https://www.medicineslearningportal.org/2015/09/lack-of-information.html
https://www.medicineslearningportal.org/2015/09/out-of-my-depth.html
https://www.pharmacyregulation.org/standards/standards-for-pharmacy-professionals
https://www.pharmacyregulation.org/standards/standards-for-pharmacy-professionals
https://www.medicineslearningportal.org/p/communication-skills.html
https://www.sps.nhs.uk/articles/ukmi-enquiry-answering/
https://www.sps.nhs.uk/articles/ukmi-enquiry-answering/

podcasts on particular topics, also on the SPS website. There’s also a series of
bitesize podcasts, looking at pragmatic approaches to answering questions on
pharmacy topics on Spotify or Google podcasts.

But the only way to get more confident with things is to give them a go. So when
you’re ready, move on to part 2, where we look at some case studies, where you can
use the things you've learned in this section and have a go yourself. We’ve kept the
questions themselves relatively simple, so you've got the time and space to think
about how you go about answering the questions, rather than focussing on the
complex clinical scenarios. Give them a go, and see how you get on!


http://www.sps.nhs.uk/
https://open.spotify.com/show/7cVNzSqwiDYr0yaSghVA00
https://www.google.com/podcasts?feed=aHR0cHM6Ly9hbmNob3IuZm0vcy82MjEwZTU4NC9wb2RjYXN0L3Jzcw==

Section 2: Applying your knowledge

Case Study 1: Herbal medicines

A patient comes in and wants to talk to their pharmacist. They’ve been on the
internet and done some research about herbal treatments for their high blood
pressure, and they’d like to start taking garlic capsules. Will it be ok with their current
medicines - warfarin, ramipril and amlodipine.

Using a structure

One of the first things we normally do in Medicines Information when we’re asked a
guestion is we try to classify it as a type. We do this so that we can see the
similarities between this question and other questions we’ve been asked, because
although every question and patient is unique, they will have things in common with
things we've been asked before. This means we can use the same strategies for
answering the questions - where to look for information, other things to think about,
common pitfalls. That way, we aren’t starting from scratch with every new question -
we’'re fitting it into a framework of things we already know, making things easier for
us and freeing up our capacity to do the thinking that’'s needed about the truly novel
bits of the question.

So for the question above, what type or types of query is it like? Use the
UKMI guestion guide on the SPS website to help you decide.

So for this question, the mental categories that it best falls into are complementary
medicines and interactions. This gives us our framework to start to hang our
thought processes on. But before we get into the specifics of this query, have a think
about whether there are things you want to know about these broad topic areas.

If you want to learn more first, have a look at the relevant sections of the
UKMI query guide for information on the sorts of things you might want to
think about, and the Medicines Learning Portal for broader background
information on how to approach questions in this area.

Once you've done this, or are happy that you know these things already, you can
start tackling this question.

Setting out the steps we’ll take

A common problem that we all have is that when we look at a question it can feel
overwhelming and we don’t really know where to start. It always helps to break the
process of answering a question into the different steps you’ll take. This means that
each chunk feels more manageable. And, by doing the same thing each time, we get
to re-use the same mental framework which makes things easier to do.

So one way of breaking a question down into the stages is:



https://www.sps.nhs.uk/wp-content/uploads/2020/07/QRMG-EAG-2020-V2.0.docx
https://www.sps.nhs.uk/wp-content/uploads/2020/07/QRMG-EAG-2020-V2.0.docx
http://www.medicineslearningportal.org/

What'’s the question?
o What’s the question that needs to be answered?

o Are there any other questions that haven’t been asked that could do with
being answered as well?

o Are there any gaps in your knowledge that you need to fill in before you
can answer the questions?

Plan and execute a search strategy

o Where are you going to look for information?

o What information are you looking for?
What'’s your answer?

o Can you organise the information you’ve gathered and turn it into advice?
What's your message?

o How are you going to communicate your answer to the person asking the
question in a way that is helpful to them?

1. What’s the question?

This is probably the most important part of answering a question, but one that’s often
neglected. If you don’t get the question right to start with, you can end up with a
sprawling, unmanageable question which you can’t answer. So, how do we make the
guestion we've been asked into a “good” question?

Firstly, the information that's been shared with you isn’t the question - it’s the
problem. This can be a very disorganised and complicated cloud of information. The
guestion is the problem but with structure, so converted into the mental equivalent of
a bullet pointed list.

A

One of the ways to nail down what the actual question is, is to start at the end point -
what’s your overall objective? In this case, it’s “should the patient take garlic

capsules with their current medicines?” This is still a big question which we probably
can’t answer all in one go, so we could do with working out how we get to an answer.
What are the stepping stone questions that we're going to need to answer first to get

us in a place to tackle this primary question?




For example, to answer “should the patient take garlic capsules with their current
medicines” we probably need to answer “do garlic capsules interact with the patient’s
current medicines”, and to answer this we need “do garlic capsules change the way
the body handles warfarin / ramipril / amlodipine” and “do garlic capsules affect the
actions of warfarin / ramipril / amlodipine”.

Does garlic affect the -
actions of these medicines?

=
=,

Should my p'a-lltient take

- garlic capsules?

Do garlic capsules interact with my
T — patient’s other medicines?

Does garlic change the way the

body handles these medicines?

This feels like it's reduced the big primary question into specific answerable
guestions for this series of stepping stones, so we don’t need to reduce these
questions further. We’re answering “should my patient take garlic capsules”, but we’ll
be researching “does garlic affect the actions of these medicines” and “does garlic
change the way the body handles these medicines”. But there will be other stepping
stone questions that we also need to answer for this primary question. Have a think
and see what you think these chains might be, and then work back, breaking down
the questions until you get to specific answerable stepping stone questions that you
can start researching.

Suggested stepping stone map:

Should my patient take garlic capsules?

Do garlic capsules | Will garlic capsules | Are garlic capsule | Do garlic capsules
interact with my | adversely affect my | safe to use in work for
patient’s patient’s condition? | general? hypertension?
medicines?
What is their
o o = o adverse effect
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2. Plan a search strategy

Now that you’'ve worked back and identified your stepping stones to your answer,
you’re ready to start thinking about planning and executing a search strategy to
answer your research questions.

It's an obvious point, but always plan your search strategy based on the research
guestions - where will you look, and what are you looking for in there? So for each of
the research questions you decided on above, think about where you will look, and
what you are looking for. It may be that the same resource appears for different

guestions - that’s fine. Use the UKMI guide to help you pick resources you might look
at, and fill in the table below. The first one has been done for you as an example

change the way
the body handles
these medicines

https://www.mskcc.org/cancer-

care/integrative-medicine/herbs/garlic

Research Source What you’re
guestion looking for
Does garlic Memorial Sloan Kettering Interactions with

other medicines

EU Herbal monographs
https://www.ema.europa.eu/en/medicines/h

erbal/allii-sativi-bulbus

Interactions with
other medicines

SPCs for warfarin, ramipril and amlodipine

Potential for
interactions with
other medicines

Does garlic affect
the actions of
these medicines?

Would the
therapeutic
effects impact on
their conditions?

Would the
adverse effects
impact on their
conditions?

What is their
adverse effect
profile?



https://www.sps.nhs.uk/wp-content/uploads/2020/07/QRMG-EAG-2020-V2.0.docx
https://www.mskcc.org/cancer-care/integrative-medicine/herbs/garlic
https://www.mskcc.org/cancer-care/integrative-medicine/herbs/garlic
https://www.ema.europa.eu/en/medicines/herbal/allii-sativi-bulbus
https://www.ema.europa.eu/en/medicines/herbal/allii-sativi-bulbus

3. Execute a search strategy

So now you have a plan, you need to execute the search and start pulling your
research in. It’s helpful to do this in a systematic way. This example question is quite
simple with not too much information, but applying a system will allow you to tackle
more complicated searches with confidence.

There’s many different ways you could structure your research, and it’s important
that whatever system you use works for you, but an example one is shown below,
which you could try. This system tries to record where you looked (so you can easily
go back to it again if needed), a copy and paste of what you found (so you have all
the information in one place), and a quick summary (so you can start to put the
information into a framework). Again, the first research question has been completed
for you as an example. Try to use the same framework for the rest of the questions
that you identified.

and might reduce
You are taking drugs that are substrates | the effectiveness of
of P-glycoprotein: Garlic may reduce the | substrates for P-

Question | Source Information Summary
Do Not Take If Increases risk of
= bleeding with
2 2 o You are taking warfarin or other blood warfarin
5 ‘\8 . =|| thinners: Garlic may increase the risk of
T 51 9 S| bleeding or bruising. [...]
X O|'S| %
gl 8| : _ :
§ g o @|| You are taking drugs that are substrates | Might increase side
) g € % of cytochrome P450 2C9, 2C19, or 3A4: | effects of drugs
< 2| 9|-5|| Garlic may increase the risk of side metabolised by
3] § S S effects of these drugs. 2C9, 2C19 or 3A4,
£ =<
gy -
E

activity of such drugs. GP

Garlic preparations should be used with | Confirms bleeding
caution in patients taking oral risk with oral
anticoagulation therapy and/or anti- anticoagulants

platelet therapy because they may
increase bleeding times.

Does garlic change the way the body handles these
medicines?

EU Herbal monographs
https://www.ema.europa.e

u/en/medicines/herbal/allii
-sativi-bulbus



https://www.mskcc.org/cancer-care/integrative-medicine/herbs/garlic
https://www.mskcc.org/cancer-care/integrative-medicine/herbs/garlic
https://www.mskcc.org/cancer-care/integrative-medicine/herbs/garlic
https://www.ema.europa.eu/en/medicines/herbal/allii-sativi-bulbus
https://www.ema.europa.eu/en/medicines/herbal/allii-sativi-bulbus
https://www.ema.europa.eu/en/medicines/herbal/allii-sativi-bulbus

Amlodipine: CYP3A4 inhibitors: Garlic may
Concomitant use of amlodipine with increase the
strong or moderate CYP3A4 inhibitors | activity of
(protease inhibitors, azole antifungals, | amlodipine
macrolides like erythromycin or because of
clarithromycin, verapamil or diltiazem) | inhibition of CYP

may give rise to significant increase in | 3A4, and of

amlodipine exposure. The clinical warfarin vai

translation of these PK variations may | inhibition of 3A4 or

be more pronounced in the elderly. 2C9. No

Clinical monitoring and dose information on an

adjustment may thus be required interaction with
ramipril.

Ramipril: nil re interactions

Warfarin: Warfarin is a mixture of
enantiomers which are metabolised
by different CYPP450 cytochromes.
R-warfarin is metabolised primarily by
CYP1A2 and CYP3A4. S-warfarin is
metabolised primarily by CYP2C9.
The efficacy of warfarin is affected
primarily when the metabolism of S-
warfarin is altered.

Drugs that compete as substrates for
these cytochromes or inhibit their
activity may increase warfarin plasma
concentrations and INR, potentially
increasing the risk of bleeding. When
these drugs are co-administered,
warfarin dosage may need to be
reduced and the level of monitoring
increased.

Summary of Product Characteristics www.medicines.org.uk

4. What’s your answer?

Having done the research, you’ll hopefully have a good idea of the direction things
are going in. However, we need to make sure that we continue to follow our
structure, to make sure that we don’t miss anything, and that we don'’t jump to the
conclusions that we want to. It’s at this point that there’s a risk of confirmation bias,
where rather than building up from the bottom and crossing your stepping stone
guestions to get to an answer, you pick your evidence to justify the answer you've
already decided to give. It's therefore helpful to lay out what we’ve found so that we
can pull it together consistently. In the table below lay out the short answers to each
of the questions we posed, which we will then use to build our final answer.



http://www.medicines.org.uk/
http://www.medicines.org.uk/
https://en.wikipedia.org/wiki/Confirmation_bias

Question Answer

Does garlic change the way the body
handles these medicines?

Does garlic affect the actions of these
medicines?

Would the therapeutic effect of garlic
impact on the patient’s condition?

Would the adverse effects of garlic
impact on the patient’s condition?

What is the adverse effect profile of
garlic?

Does garlic work for hypertension?

So what is your answer? The skill in pulling together an answer is to organise all the
information concisely, and logically build up from your stepping stone answers above
to your final answer. A helpful technique is to imagine you're explaining it to a
colleague - what would you say? Remember that this isn’t your final answer where
you've tailored the communication to the needs of the individual - this is getting your
thoughts in order and starting to turn the information you’ve gathered into advice.
When starting out, this can be a challenging step - moving from providing information
for someone else to make a decision with, to participating in making the decision or
recommendations yourself. A useful structure to use to nudge you towards thinking
about providing advice rather than information is “this is my advice - this is why”. Try
it for this question, as if you were explaining it to a pharmacy colleague.

This my advice:

This is why:




5. What’s your message?

Now that you have your answer, you need to start building towards putting together
your message. This is a really important part of the process. You can do the best
research in the world, but if you can’t communicate it to the person who'’s asking the
guestion, it's all wasted. For a quick refresher on communication skills, see the
Medicines Learning Portal communication section.

So how is the message different to that of your answer?

e The answer is the truth as you know it - the facts you've found through
your research pulled together to answer the question
e The message is tailored to the individual, their needs and their
understanding
o The same answer going back to a consultant will have a different
message compared to if it is going back to a patient

This means that you need to be adaptable with your communication, checking for
understanding as you go along. The underlying facts (your answer) will not change,
but you may need to adjust your message.

To have a go, think about what message you’d give (using the “this is my advice -
this is why” structure) for this question for a variety of different people. Are they
different, and if so, in what ways?

Person Answer

Consultant
cardiologist

Patient who is
interested, but not
invested, in taking
garlic capsules

Patient who is very
keen to treat their
condition with herbal
medicines and avoid
taking prescribed
medicines if possible



https://www.medicineslearningportal.org/p/communication-skills.html

What if they don’t accept your answer?

In the perfect theoretical world, the person asking the question would accept your
advice and act on it. However, as you’ll know, we don't live in a perfect world, so how
do you manage the situation when someone doesn’t accept your advice. Consider
the third person in the section above who is really keen to use herbal medicines to
manage their condition - what would you do if they say they are going to take the
garlic capsules anyway? People with capacity have the right to make unwise
decisions, so this is a relatively common scenario.

There’s several options open to you. You could stick to your original advice and re-
iterate that they shouldn’t take them. But will this give the optimal outcome? Often,
this technique can end up entrenching positions making the patient more, not less,
likely to take the garlic. So if you are going to a more negotiated position, the
guestions are:

e What are the things you can’t compromise on?
e For those things that you can compromise on, how will you compromise?
o How could you “safety net” your negotiated outcome?

For the patient who is going to take the garlic capsules anyway, the outcome won'’t
be optimal by our definition, and we won’t be able to get to our optimal outcome. So
how can we get to the most optimal position possible?



Case Study 2: Medicines with swallowing
difficulties

This case study is going to try to walk you through the process of preparing an
answer to a question about swallowing difficulties.

e A patient needs to take a medicine but he/she has swallowing difficulties —
currently taking co-beneldopal00/25 capsules.

e There can be several things to think about with this topic so you can use some of
what you have learned in the ‘Coping with complexity’ training to help you with
the decision making

o How to approach swallowing difficulties questions

o How to rationalise and narrow down searches

o How to communicate to different people - the answer is the same, but is
your message different for the doctor vs the patient?

A patient needs to take co-beneldopa but he/she has swallowing difficulties —
currently taking 100/25 capsules (not modified release)?

How to approach swallowing difficulties questions

Using a structure

Using a framework makes it easier to work through the steps to get to a point where
you can answer even complex questions such as one about medicines with

swallowing difficulties.

The first step is for you to decide what type or types of query is it?

L The ukmi enquiry answering guide on the SPS website can help you decide.

The category topics that the question above best falls into are medicines with
swallowing difficulties. Now you can use our framework to start to hang our
thought processes on.

Before we get into the specifics of this query, have a think about whether there are
things you want to know about these broad topic areas.

If you want to learn more first, have a look at information on the sorts of things you
might want to think about

Relevant sections of the UKMI enquiry answering guide for information on
the sorts of things you might want to think about

Information on swallowing difficulties on the SPS website.



https://www.sps.nhs.uk/articles/ukmi-enquiry-answering/
https://www.sps.nhs.uk/articles/ukmi-enquiry-answering/
https://www.sps.nhs.uk/home/guidance/swallowing-difficulties/

HEE Dysphagia — e Learning for Healthcare training pack for broader
background information on how to approach questions in this area.

Do I need to ask further questions to collect necessary or useful information?

Are there any gaps in the information provided by the enquirer that you need to fill in
before you can answer the questions?

You will need to collect information specific to the patient and their medicines and
nature of their swallowing difficulties.

L Look at SPS Choosing formulations of medicines for adults with swallowing
difficulties for the steps you should take before providing advice.

Once you’ve done this, or are happy that you know these things already, you can
start tackling this question.

Setting out the steps we’ll take

It is helpful to break the process of answering a question into the different steps
you'll take. This means that each chunk feels more manageable. And, by doing the
same thing each time, we get to re-use the same mental framework which makes it
easier to do things.

As we did for the other case studies we break down the question into stages:

What’s the question?

Plan and execute a search strategy
What’s your answer?

What’s your message?

1. What’s the question?

How to rationalise and narrow down searches

As stated in the first case study, the herbal medicines question, being sure that you
have clearly pinned down the question being asked, is probably the most important
part of answering a question.

Starting at the end point by asking ‘what’s your overall objective’ can help clarify the
guestion.

The original question can’t be answered all in one go, so how will we break it down
into separate smaller questions in order to answer this primary question as done in
other case studies.


https://www.e-lfh.org.uk/programmes/dysphagiaguide/
https://www.sps.nhs.uk/articles/choosing-formulations-of-medicines-for-adults-with-swallowing-difficulties/
https://www.sps.nhs.uk/articles/choosing-formulations-of-medicines-for-adults-with-swallowing-difficulties/
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How can my patient with swallowing difficulties take co-beneldopa?
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recommendations for
giving co-beneldopa with
swallowing difficulties?

Are there

The question we are answering is ‘How can my patient with swallowing difficulties

take co-beneldopa?’ but we will be researching several questions which we call our

‘stepping-stone’ questions that we need, in order to answer the primary question.
It is worth bearing in mind for swallowing difficulty questions that there are two main

things to think about: the pharmaceutical impact of a change in how a medicine is

administered, and the licensing and governance considerations.
Have a think and see what you think these might be, and then work back, breaking

down the questions until you get to specific answerable stepping-stone questions

that you can start researching.
Suggested stepping-stone map when asked about a medicine in swallowing

difficulties:
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2. Plan a search strategy

Now that you’'ve worked back and identified your stepping-stones to your answer,
you’re ready to start thinking about planning and executing a search strategy to
answer your research questions.

The first questions that need answering are around what are the recommended
options for co-beneldopa given to a patient with swallowing difficulties?

So, you need to think about where you can look for this information.

Both the NEWT Guidelines for Administration of Medicines to patients with Enteral
Feeding Tubes or Swallowing Difficulties and the Handbook of Drug Administration
via Enteral Feeding Tubes provide information on crushing or dispersing tablets, and
on opening capsules, for specific brands and generic preparations. Both of these are
available on-line but currently require a subscription.

SPS also has information on certain medicines suitable for adults with swallowing
difficulties.

A useful specialist resource is ‘HIV drug interactions — Prescribing Resources’.
University of Liverpool, UK. www.hiv-druginteractions.org/prescribing-resources See
the ‘“Treatment Selectors (by patient characteristics)’ and the ‘Antiretroviral
Formulations for Swallowing Difficulties’ factsheet.

Research Source What you’re looking for
guestion

Are there NEWT Guidelines for What formulation is first choice,
recommendations | Administration of second choice etc.?

for giving this Medicines to patients with

medicine with Enteral Feeding Tubes or | Of the recommendations is
swallowing Swallowing Difficulties there one that fits with the way
difficulties? my patient eats and drinks?

The Handbook of Drug
Administration via Enteral Of the recommendations, is
Feeding Tubes there one that fits with the
recommendation of the Speech
and Language Therapists
(SLT)?

If there is no recommendation
for co-beneldopa what are the
recommended options?



http://www.newtguidelines.com/
http://www.medicinescomplete.com/
http://www.medicinescomplete.com/
https://www.sps.nhs.uk/articles/medicines-suitable-for-adults-with-swallowing-difficulties/
https://www.sps.nhs.uk/articles/medicines-suitable-for-adults-with-swallowing-difficulties/
http://www.hiv-druginteractions.org/prescribing-resources
http://www.newtguidelines.com/
http://www.medicinescomplete.com/
http://www.medicinescomplete.com/
http://www.medicinescomplete.com/

Given the
recommendations,
what other factors
needs to be
considered?

NEWT and Handbook of
Drug Administration via
Enteral Feeding Tubes

SPS Choosing
formulations of medicines
for adults with swallowing
difficulties

SPmMC on Electronic
Medicines Compendium
(EMC)

Madopar 100mg/25mgq
Hard Capsules - Summary
of Product Characteristics
(SmPC) - (emc)
(medicines.org.uk)

Are there licencing or
governance considerations?

If the recommendation includes
soft food or thickener- how will
they affect the co-beneldopa?

If the recommendation involves
a change of formulation how will
that affect how the co-
beneldopa works
(pharmaceutical
considerations)?

If the recommendation involves
a change of formulation how will
that affect how the co-
beneldopa tastes?

Is there any safety advice for
those preparing or administering
the recommended form of co-
beneldopa?

3. Execute the search strategy

So now you have a plan, you need to execute the search and start pulling your
research together. It's helpful to do this in a systematic way.

Applying a system will allow you to systematically and confidently tackle the
searches that medicines in swallowing difficulties involves.

This system we have done below, tries to record where you looked, what you found,
and a quick summary to help with preparing your answer.

The first research question has been completed for you as an example. Try to use
the same framework for the rest of the questions that you identified.

| Question

|Source | Information

| Summary



https://www.sps.nhs.uk/articles/choosing-formulations-of-medicines-for-adults-with-swallowing-difficulties/
https://www.sps.nhs.uk/articles/choosing-formulations-of-medicines-for-adults-with-swallowing-difficulties/
https://www.sps.nhs.uk/articles/choosing-formulations-of-medicines-for-adults-with-swallowing-difficulties/
https://www.sps.nhs.uk/articles/choosing-formulations-of-medicines-for-adults-with-swallowing-difficulties/
https://www.medicines.org.uk/emc/product/6925/smpc
https://www.medicines.org.uk/emc/product/6925/smpc
https://www.medicines.org.uk/emc/product/6925/smpc
https://www.medicines.org.uk/emc/product/6925/smpc
https://www.medicines.org.uk/emc/product/6925/smpc

Are there recommendations for giving this medicine with swallowing difficulties?

What formulation is first choice, second choice etc.?

NEWT Guidelines
https://access.newtquidelines.com/C/Co-beneldopa%20(Madopar).html

Co-beneldopa (Madopar)

Presentation

Capsules.

Dispersible tablets.
Modified-release capsules.

Administration - enteral tubes /
swallowing difficulties

Use the dispersible tablets. Click here for
further information.

Do not open either type of the capsules
(modified-release or standard)

Clinical guidance

Dispersible tablets have a faster onset of
action and shorter duration of action than
modified-release capsules and a direct
substitution cannot occur. Contact
Pharmacy for advice on dosage conversion.

If changing from capsules to dispersible
tablets a direct changeover is acceptable,
but the patient should be monitored for any
change in effect as there may be an altered
bioavailability. It may be appropriate to
prescribe a small "when-required” dose to
cover any unexpected "on-off" effects.

Levodopa is mainly absorbed in the
jejunum.

Feed guidance

Co-beneldopa'’s absorption and effect may
be altered by feed interactions. Food
generally reduces the absorption of
levodopa, resulting in lower peak plasma
concentrations. The protein content of
meals may sometimes (but not always)
affect the extent of levodopa absorption,
and some studies have shown a high
protein intake to reduce the clinical effects
of levodopa.

To reduce fluctuations in effect, doses
should be given at the same time each day
in relation to the feed regimen, and patients
should be monitored closely if enteral feed
formulations are altered. Updated July 2017

Use the
dispersible
tablets.

Do not open
either type of
the capsules
(modified-
release or
standard)



http://www.newtguidelines.com/
https://access.newtguidelines.com/C/Co-beneldopa%20(Madopar).html
https://access.newtguidelines.com/AdminOfTablets.html
https://access.newtguidelines.com/AdminOfTablets.html

Handbook of Drug Administration and Enteral Feeding Tubes

Madopar
(Roche)

Capsule
'62.5',
125/,
'250'

Capsule '62.5' contains
12.5 mg benserazide and
50 mg levodopa; '125'
contains 25 mg benserazide
and 100 mg levodopa; '250'
contains 50 mg benserazide
and 200 mg levodopa.
There are no stability data
available for opening the
capsules and dispersing in
water; the dispersible tablets
should be used.

Madopar
(Roche)

Dispersi
ble tablet
'62.5',
'125'

Capsule '62.5' contains

12.5 mg benserazide and
50 mg levodopa; '125'
contains 25 mg benserazide
and 100 mg levodopa.
Tablets disperse in 10 mL of
water within 2 minutes to
give a cloudy white
dispersion that flushes via
an 8Fr NG tube without
blockage.

Madopar
CR
(Roche)

Capsule
'125'

Capsule '125' contains

25 mg benserazide and
100 mg levodopa.
Modified-release capsules;
do not crush.

Not suitable for enteral tube
administration.

Alternative routes available



http://www.medicinescomplete.com/

None available for levodopa. Apomorphine
Is available as a parenteral formulation.
Interactions

Protein in the diet and in the circulating

system competes with levodopa for

absorption and transport into the brain.

Diets that do not exceed 0.8 g/kg of protein

are reported to eliminate this problem.

Administration after food delays the time to

peak plasma concentration and reduces

total bioavailability.
Health and safety Standard precautions
apply.

Suggestions/recommendations

¢ Ensure that enteral diet is optimised and if
appropriate, protein content » 0.8 g/kg.

e Use Madopar dispersible tablets or
disperse Sinemet tablets in water
immediately prior to administration.

¢ For patients on modified-release
preparations, convert to dispersible tablets
and increase dosing frequency.

« Duodopa is only to be used for the
treatment of advanced levodopa-
responsive Parkinson's disease with
severe motor fluctuations and
hyperdyskinesia when available
combinations of Parkinson medicinal
products have not given satisfactory
results.

Given the recommendations, what

other factors needs to be

Licensing and governance?

www.sps.nhs.uk/articles/choosing-

‘'ormulations-of-medicines-for-adults-with

swallowing-difficulties/

Option 1: Licensed product in licensed
manner

If possible, use a licensed medicine in a
suitable formulation to meet the patient’s
needs. Licensed medicines are associated
with less risk and are usually less expensive
than special-order products.

Option 2: Licensed medicine used ‘off-label’
(e.g. crushing a tablet or opening a capsule)

Option 3: Special-order product (‘Special’)



https://www.sps.nhs.uk/articles/choosing-formulations-of-medicines-for-adults-with-swallowing-difficulties/
https://www.sps.nhs.uk/articles/choosing-formulations-of-medicines-for-adults-with-swallowing-difficulties/
https://www.sps.nhs.uk/articles/choosing-formulations-of-medicines-for-adults-with-swallowing-difficulties/

Effect of food?

NEWT Co-beneldopa

Food generally reduces the absorption of
levodopa, resulting in lower peak plasma
concentrations.

The protein content of meals may
sometimes (but not always) affect the extent
of levodopa absorption, and some studies
have shown a high protein intake to reduce
the clinical effects of levodopa.

Handbook of

Drug

Administration

Protein in the diet and in the circulating
system competes with levodopa for
absorption and transport into the brain. Diets
that do not exceed 0.8 g/kg of protein are
reported to eliminate this problem.

www.bnf.org

Dispensing label Co-beneldopa

Label 23 - Take this medicine when your
stomach is empty. This means an hour
before food or 2 hours after food

Formulation change

Handbook of Drug

Administration

No specific information

NEWT Co-

beneldopa

If changing from capsules to dispersible
tablets a direct changeover is acceptable,
but the patient should be monitored for any
change in effect as there may be an altered
bioavailability. It may be appropriate to
prescribe a small "when-required” dose to
cover any unexpected "on-off" effects.

Formulation

change —

No information



https://access.newtguidelines.com/C/Co-beneldopa%20(Madopar).html
http://www.medicinescomplete.com/
http://www.medicinescomplete.com/
http://www.medicinescomplete.com/
http://www.bnf.org/
https://bnf.nice.org.uk/about/labels.html
http://www.medicinescomplete.com/
http://www.medicinescomplete.com/
https://access.newtguidelines.com/C/Co-beneldopa%20(Madopar).html
https://access.newtguidelines.com/C/Co-beneldopa%20(Madopar).html
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Madopar Dispersible tablet '62.5', '125" Cloudy white
disperse in 10 mL of water within 2 minutes |appearance
to give a cloudy white dispersion.

4. What’s your answer?

Having done the research, you'll hopefully have a good idea of the direction things
are going in. However, we need to make sure that we continue to follow our
structure, to make sure that we don’t miss anything, and that we don'’t jump to the

conclusions that we want to.

To avoid confirmation bias, it’s helpful to lay out the information you have found and
to pull it together consistently. In the table below lay out the short answers to each of
the questions posed, which we will then use to build our final answer.

We have completed the first answer for you to give you a start. Try to continue and

complete the table.

Question

Answer

What formulation is first choice, second
choice etc?

Use the dispersible tablets.

Do not open either type of the
capsules (modified-release or
standard)

There are no stability data available for
opening the capsules and dispersing
in water

If there is no recommendation for co-
beneldopa what are the recommended
options?

If the recommendation involves a change
of formulation how will that affect how the
co-beneldopa works (pharmaceutical
considerations)?

Of the recommendations is there one that
fits with the way my patient eats and
drinks?

Of the recommendations, is there one
that fits with the recommendation of the
Speech and Language Therapists (SLT)?



http://www.medicinescomplete.com/
http://www.medicinescomplete.com/
http://www.medicinescomplete.com/
https://en.wikipedia.org/wiki/Confirmation_bias

If the recommendation includes soft food
or thickener- how will they affect the co-
beneldopa?

If the recommendation involves a change
of formulation how will that affect how the
co-beneldopa tastes?

Is there any advice about appearance or
timing of administration?

Is there any safety advice for those
preparing or administering the
recommended form of co-beneldopa?
(This tends to be relevant if crushing
tablets)

Are there licencing or governance
considerations?

So what is your answer? The skill in pulling together an answer is to organise all the
information concisely, and logically build up from your stepping stone answers above
to your final answer. A helpful technique is to imagine you're explaining it to a
colleague - what would you say? Or if you asked the question, what would you
expect to hear?

Remember that this isn’t your final answer where you’ve tailored the communication
to the needs of the individual - this is getting your thoughts in order and starting to
turn the information you’ve gathered into advice. It can be hard to move from simply
providing information for someone else to make a decision with, to participating in
making the decision or recommendations yourself. To do this, it can be useful to
think of it as “this is my advice and this is why”. Try it for this question.

This my advice:

This is why:




5. What’s your message?

Now that you have your answer, you need to start building towards putting together
your message. You can do great research, but communicating it effectively to the

person who'’s asking the question, is the really important step. For a quick refresher
on communication skills, see the Medicines Learning Portal communication section.

So how is the message different to that of your answer?

e The answer is the truth as you know it - the facts you’'ve found through
your research and pulled together to answer the question
e The message is tailored to the individual, their needs and their
understanding
o The same answer being given to a GP will have a different message
compared to if it is going back to a health care assistant in a care
home.

This means that you need to be adaptable with your communication, checking for
understanding as you go along. The underlying facts (your answer) will not change,
but you may need to adjust your message.

To have a go, think about what message you’d give (using the “this is my advice -
this is why” structure) for this question for a variety of different people. Are they
different, and if so, in what ways?

Person Answer

GP checking what he
should prescribe

Practice pharmacist
who is looking to
provide advice to the
GP and care home

Health Care Assistant
in a care home who
often gives medicines
by mixing the contents
of capsules with a
patient’s food

Patient who doesn't
want the dispersible
tablets



https://www.medicineslearningportal.org/p/communication-skills.html

What if they don’t accept your answer?

In the perfect theoretical world, the person asking the question would accept your
advice and act on it. However, as you’ll know, we don't live in a perfect world, so how
do you manage the situation when someone doesn’t accept your advice. Consider
the third person in the section above who may not understand why she can’t just
open the capsules and mix the contents with the patient’s food - what would you do if
they say they don’t see why this medicine should be any different? Or the patient
who doesn’t like change and would prefer just to sprinkle the contents of the capsule
in her yoghurt or porridge? People with capacity have the right to make unwise
decisions, so this is not an uncommon scenario.

There’s several options open to you. You could stick to your original advice and re-
iterate that they shouldn’t take them. But will this give the optimal outcome? Often,
this technique can end up entrenching positions making the patient more, not less,
likely to stop their anti-depressant. So if you are going to a more negotiated position,
the questions are:

e What are the things you can’t compromise on?
e For those things that you can compromise on, how will you compromise?
o How could you “safety net” your negotiated outcome?

For the patient who is wants to open the capsules anyway, how can we get to the
most optimal and safe position possible?



Case Study 3: Medicines in pregnancy

In this case study we are going to try to guide you through the steps involved in
tackling the complex topic of questions about medicines in pregnancy.

Case Study:

A pregnant patient needs to take an antidepressant - what’s the best one in
pregnancy? She’s also planning to breast feed.

Medicines in pregnancy can be a complex clinical area and so you can use some of
what you have learned in the ‘Coping with complexity’ training to help you with the
decision making

e How to approach pregnancy and breastfeeding questions

e How to rationalise and narrow down searches - “if she wasn’t pregnant, what
would you use?”

e Balancing risks - i.e. risk v benefit assessment e.g. risk of using medicines vs risk
of untreated depression

e How to communicate to different people - the answer is the same, but is your
message different for the doctor vs the patient?

How to approach pregnancy and breastfeeding questions
Using a structure

Using a framework makes it easier to work through the steps to get to a point where
you can answer even complex questions such as one about medicines in pregnancy.

The first step is for you to decide what type or types of query is it?

EThe ukmi enquiry answering guide on the SPS website can help you decide.

The category topics that the question above best falls into are medicines in
pregnancy and medicines in breastfeeding; but it is worth noting that it is also
about choice or selection of therapy. Now you can use our framework to start to
hang our thought processes on.

Before we get into the specifics of this query, have a think about whether there are
things you want to know about these broad topic areas.

If you want to learn more first, have a look at the relevant sections of the
UKMI enquiry answering guide for information on the sorts of things you
might want to think about, and SPS Guidance - Safety in Pregnancy
information or the Medicines Learning Portal for broader background
information on how to approach questions in this area.



https://www.sps.nhs.uk/articles/ukmi-enquiry-answering/
https://www.sps.nhs.uk/articles/ukmi-enquiry-answering/
http://www.sps.nhs.uk/home/guidance/
http://www.medicineslearningportal.org/

Do I need to ask further questions to collect necessary or useful information?

Are there any gaps in the information provided by the enquirer that you need to fill in
before you can answer the questions?

You will need to collect information specific to the woman and her pregnancy.

Look at SPS ‘Questions to ask about medicines in pregnancy’ for help. It
also has a downloadable checklist.

Once you've done this, or are happy that you know these things already, you can
start tackling this question.

Setting out the steps we’ll take

It is helpful to break the process of answering a question into the different steps
you'll take. This means that each chunk feels more manageable. And, by doing the
same thing each time, we get to re-use the same mental framework which makes it
easier to do things.

So one way of breaking a question down into the stages is:

What’s the question?

Plan a search strategy
Execute a search strategy
Risk v benefit assessment
What’s your answer?
What’s your message?

oOghrwWNE

1. What’s the question?

As stated in the first case study which was a herbal medicines question, being sure
that you have clearly pinned down the question being asked is probably the most
important part of answering a question.

Starting at the end point by asking ‘what’s your overall objective’ can help clarify the
guestion.

The original question is: “The patient needs an antidepressant, what’s the best one
in pregnancy? She’s also planning to breast feed”. This can’t be answered all in one
go, so how will we break it down into separate smaller, ‘stepping-stone’ questions in
order to answer this primary question?

The question we are answering is ‘What antidepressant is best for my patient during
pregnancy and breastfeeding’ but we will be researching several questions which we
call our ‘stepping-stone’ questions that we need to answer the primary question.



http://www.sps.nhs.uk/articles/questions-to-ask-and-information-to-collect-when-giving-advice-about-medicines-in-pregnancy/

Have a think and see what you think these might be, and then work back, breaking
down the questions until you get to specific answerable stepping-stone questions
that you can start researching.

Suggested stepping-stone map when asked about a medicine in pregnancy:

breastfeeding?

What is the best antidepressant in pregnancy — and also then in

If my patient wasn’t pregnant what
would | recommend?

What are the
recommended
treatments for
depression?

Of the
recommended
treatments, are
there any my
patient can’t
take?

Which of the
recommended
treatments for
depression are
suitable for use
during pregnancy?

Which of the
recommended
antidepressants are
suitable for use
during
breastfeeding?

Are there guidelines on the treatment of depression?
What are the recommended treatments for depression?

Do any of the recommended medicines interact with any of

my patient's medicines?

patient?

Are any recommended medicines contra-indicated for my
Are any recommended medicines cautioned for my

patient?

What is the risk of adverse outcome for the fetus posed by
minimise any known risk(s)?

the recommended treatments?

What is the nature and likelihood of adverse outcome (s) if

continued during pregnancy?
Are there any actions that can be taken that might

What is the nature and likelihood of the adverse effects on

Do any of the recommended medicines pose a risk of
the breastfed baby?

adverse effects on the breastfed baby?

2. Plan a search strategy

Now that you’'ve worked back and identified your stepping-stones to your answer,
you’re ready to start thinking about planning and executing a search strategy to
answer your research questions.

The first questions that need answering are about what you would recommend if
your patient wasn’t pregnant.




What are the recommended treatments for the condition(s)?
So, you need to think about where you can look for this information.
National guidelines include information about how you can treat a condition and are

evidence-based so you can have confidence in the recommendations. So you would
think about looking at NICE Clinical Guidelines and Clinical Knowledge Summaries.

There are other guidelines that can be useful such as Scottish Intercollegiate
Guidelines Network (SIGN) and clinical guidelines published by national, European
or other international professional specialist organisations.

NICE and CKS have some guidelines specifically for treatment of certain conditions
during pregnancy which can provide answers to several of your stepping-stone
guestions and saves you looking at the recommendations for non-pregnant patients

and then having to then look separately for information on their use in pregnancy.
The Royal College of Obstetrics and Gynaecology (RCOG) have some condition-
specific guidelines too.

the treatment of
the
depression?

NICE Antenatal and postnatal mental health:
clinical management and service guidance.
Clinical guideline 192

1.4 Treatment decisions, advice and monitoring
for women who are planning a pregnancy,
pregnant or in the postnatal period

CKS http://cks.nice.org.uk

CKS Depression - antenatal and postnatal:
http://cks.nice.org.uk/topics/depression-
antenatal-postnatal/ includes a scenario for a
mother already on an antidepressant (as is the
case for our patient): Scenario: Pregnant
woman: on an antidepressant

Research Source What you’re
question looking for

Are there NICE www.nice.org.uk What are the
guidelines for recommende

d treatments
for
depression?
What is the
order of
preference?

What are the
recommende
d treatments
in
pregnancy?
What is the
order of
preference?



http://www.nice.org.uk/About/What-we-do/Our-Programmes/NICE-guidance/NICE-guidelines
https://cks.nice.org.uk/
https://www.sign.ac.uk/our-guidelines/
https://www.rcog.org.uk/guidelines
http://www.nice.org.uk/guidance/cg192/chapter/1-Recommendations#treatment-decisions-advice-and-monitoring-for-women-who-are-planning-a-pregnancy-pregnant-or-in-2
https://www.nice.org.uk/guidance/cg192/chapter/introduction
https://www.nice.org.uk/guidance/cg192/chapter/introduction
https://www.nice.org.uk/guidance/cg192/chapter/introduction
http://cks.nice.org.uk/
http://cks.nice.org.uk/topics/depression-antenatal-postnatal/
http://cks.nice.org.uk/topics/depression-antenatal-postnatal/
https://cks.nice.org.uk/topics/depression-antenatal-postnatal/management/pregnant-on-an-antidepressant/
https://cks.nice.org.uk/topics/depression-antenatal-postnatal/management/pregnant-on-an-antidepressant/

What is the risk
of adverse
outcome for the
fetus posed by
the

UK Teratology Information Service (UKTIS)
provide telephone advice and publish
information about many medicines and their
safety in pregnancy.

What is the
nature and
likelihood of
adverse
outcome (s) if

recommended | UKTIS summaries/ abstracts are openly treatment is
treatments? available at http://www.uktis.org/ continued
Full scientific reviews for healthcare during
professionals are at www.toxbase.org pregnancy?
UKTIS BUMPS website has patient information | Are there any
leaflets at http://www.medicinesinpregnancy.org/ | actions that
can be taken
that might
minimise any
known
risk(s)?
Which of the SPS Drugs in Lactation Advisory Service Do any of the
recommended | (DILAS) Safety in Lactation: Antidepressants recommende
antidepressant d medicines
S are suitable https://www.sps.nhs.uk/articles/safety-in- pose a risk of
for use during lactation-antidepressants/ adverse
breastfeeding? effects on the
breastfed
Drugs and Lactation Database (LactMed) baby?
What is the
https://www.ncbi.nlm.nih.gov/books/NBK501922 | nature and
/ likelihood of

the adverse
effects on the
breastfed
baby?

3. Execute the search strategy

So now you have a plan, you need to execute the search and start pulling your
research together. It's helpful to do this in a systematic way. Applying a system will
allow you to tackle the more complicated searches that medicines in pregnancy
involves, with confidence.

This system we have done below, tries to record where you looked, what you found,
and a quick summary to help with preparing your answer. The first research question
has been completed for you as an example. Try to use the same framework for the
rest of the questions that you identified.

| Question | Source

| Information

| Summary



http://www.uktis.org/
http://www.toxbase.org/
http://www.medicinesinpregnancy.org/
https://www.sps.nhs.uk/articles/safety-in-lactation-antidepressants/
https://www.sps.nhs.uk/articles/safety-in-lactation-antidepressants/
https://www.ncbi.nlm.nih.gov/books/NBK501922/
https://www.ncbi.nlm.nih.gov/books/NBK501922/

Are there guidelines for the treatment of depression?

Antenatal and postnatal mental health: clinical management and service guidance [CG192]
1.4 Treatment decisions, advice and monitoring for women who are planning a pregnancy, pregnant or in the postnatal period

www.nice.org.uk/guidance/cq192/chapter/1-Recommendations#treatment-decisions-advice-and-monitoring-for-women-who-are-planning-

a-preanancv-preanant-or-in-2

Interventions for depression

1.8.1 For a woman with persistent

subthreshold depressive symptoms, or

mild to moderate depression, in

pregnancy or the postnatal period,

consider facilitated self-help

1.8.2 For a woman with a history of

severe depression who initially

presents with mild depression in
pregnancy or the postnatal period,
consider a TCA, SSRI or (S)NRI.

1.8.3 For a woman with moderate or

severe depression in pregnancy or the

postnatal period, consider these
options:

« a high-intensity psychological
intervention (e.g. CBT)

e« a TCA, SSRI or (S)NRI if the woman
understands the risks associated with
the medication and the mental health
problem in pregnancy and the
postnatal period and: she has
expressed a preference for medication
or she declines psychological
interventions or her symptoms have
not responded to psychological
interventions

« a high-intensity psychological
intervention in combination with
medication if the woman understands
the risks associated with the
medication and the mental health
problem in pregnancy and the
postnatal period and there is no
response, or a limited response, to a
high-intensity psychological
intervention or medication alone.

1.8.4 If a woman who is taking a TCA,

SSRI or (S)NRI for mild to moderate

depression becomes pregnant, discuss

stopping the medication gradually and
consider facilitated self-help

1.8.5 If a pregnant woman is taking a

TCA, SSRI or (S)NRI for moderate

depression and wants to stop her

medication, take into account previous
response to treatment, stage of
pregnancy, risk of relapse, risk
associated with medication and her

The
recommendations
are based on the
drug class and
not individual
drug names and
it is is a decision
made on a case-
by-case basis. It
depends on the
answers to the
guestions asked
about the patient,
her depression,
her medicine(s)
and her
pregnancy.

If uncertainty
about specific
medicines, seek
specialist advice.



http://www.nice.org.uk/guidance/cg192/chapter/1-Recommendations#treatment-decisions-advice-and-monitoring-for-women-who-are-planning-a-pregnancy-pregnant-or-in-2
http://www.nice.org.uk/guidance/cg192/chapter/1-Recommendations#treatment-decisions-advice-and-monitoring-for-women-who-are-planning-a-pregnancy-pregnant-or-in-2

preference, and discuss with her the

following options:

e switching to a high-intensity
psychological intervention (e.g.
CBT)

e changing medication if there is a
medicine that is effective for her
with a lower risk of adverse effects.

TCAs, SSRIs, (S)NRIs

1.4.16 When choosing a tricyclic

antidepressant (TCA), selective

serotonin reuptake inhibitor (SSRI) or

(serotonin-) noradrenaline reuptake

inhibitor [(S)NRI], take into account:

e the woman's previous response to

these medicines

¢ the stage of pregnancy

e what is known about the reproductive

safety of these medicines

e the uncertainty about whether any

increased risk to the fetus and other
problems for the woman or baby can
be attributed directly to these
medicines or may be caused by other
factors

e the risk of discontinuation symptoms

in the woman and neonatal
adaptation syndrome in the baby with
most TCAs, SSRIs and (S)NRIs, in
particular paroxetine and venlafaxine.

1.4.17 When assessing the risks and

benefits of TCAs, SSRIs or (S)NRIs for

a woman who is considering

breastfeeding, take into account:

¢ the benefits of breastfeeding for the

woman and baby

¢ the uncertainty about the safety of

these medicines for the breastfeeding
baby

e the risks associated with switching

from or stopping a previously effective
medication.

Seek advice from a specialist

(preferably from a specialist perinatal

mental health service) if there is

uncertainty about specific medicines.




CKS Depression - antenatal and postnatal
https://cks.nice.org.uk/topics/depression-antenatal-postnatal/management/pregnant-

on-an-antidepressant/

If the woman is taking a TCA, SSRI, or
(S)NRI for moderate depression and
wants to stop her medication, consider
her previous response to treatment,
stage of pregnancy, preferences for
treatment, risk of relapse, and risks of
medication and discuss the options of:

e Switching to a high intensity
psychological intervention (for
example CBT).

e Changing medication if there is a
drug effective for her with a lower
risk of adverse effects.

If the woman is taking a TCA, SSRI, or

(S)NRI for severe depression, take into

account her previous response to

treatment, stage of pregnancy,
preferences for treatment, risk of
relapse, and risks of medication and
discuss the options of:

e Continuing her current medication.

e Switching to a drug that is effective
for her with a lower risk of adverse
effects.

e Using medication in conjunction with
a high-intensity psychological
intervention (for example CBT).

e Switching to a high-intensity
psychological intervention (for
example CBT) if she decides to stop
taking medication

The
recommendations
for treatment
options are
based on the
drug class.

The
recommendations
differ depending
on whether the
patient is
considered to
have mild,
moderate or
severe
depression.



https://cks.nice.org.uk/topics/depression-antenatal-postnatal/management/pregnant-on-an-antidepressant/
https://cks.nice.org.uk/topics/depression-antenatal-postnatal/management/pregnant-on-an-antidepressant/

UK Teratology Information Service (UKTIS): www.Toxbase.org Named medicine in pregnancy

UKTIS full scientific monograph:
Look in UKTIS monographs for
information on:

1.
2.

Risk of congenital malformation

Risk of other adverse outcomes such
as persistent pulmonary hypertension
(PPHN- with SSRI's), spontaneous
abortion, intrauterine death, preterm
delivery, low birth weight and
neurodevelopmental delay

Risk of neonatal effects such as risk
of transient neonatal withdrawal
syndrome if an antidepressant is
taken in the weeks nearing term.
Monitoring for symptoms is advised.
Additional fetal monitoring
requirements.

It is important to
ensure that
maternal mental
health is treated
appropriately.
The risks and
benefits of use
must be
considered on a
case-by-case
basis.

Where possible,
non-
pharmaceutical
management of
depression
and/or anxiety is
preferable.
Where a patient
is stabilised on an
antidepressant,
either prior to
conception or
during
pregnancy, the
risk of
discontinuing
treatment,
changing the
medication, or
reducing the
dose, should be
carefully weighed
against the risk
maternal relapse
during pregnancy
may pose to both
mother and child.
In cases where
treatment is
continued, the
lowest effective
dose should be
used.



http://www.toxbase.org/
http://www.toxbase.org/

Which of the recommended antidepressants are suitable for use
during breastfeeding?

Drugs in Lactation Advisory Service

(DILAS) Safety in Lactation:

Antidepressants
httne-/hananar ene nhe 1ik/articlec/cafetv-in-

Information structured in monographs
on specific medicine rather than drug
class. Paroxetine and sertraline are
SSRIs of choice. Compared to other
SSRIs they have shorter half-lives and
lower passage into milk. Although
fluoxetine has a significant amount of
published evidence for use in
breastfeeding, its very long half-life
greatly increases the risk of
accumulation in the breastfed infant;
adverse reactions via breast milk are
reported more often with fluoxetine
than with other SSRIs.

All infants should be monitored for
drowsiness, poor feeding,
irritability/restlessness

Do any of the
recommended
medicines pose a
risk of adverse
effects on the
breastfed baby?

What is the
nature and
likelihood of the
adverse effects
on the breastfed
baby?

Drugs and Lactation

Database (LactMed)

https://www.ncbi.nlm.nih.go

v/ihnnk<e/NIRKEN1922/

Information structured in monographs
on specific medicines (e.g. fluoxetine)
rather than condition (depression in
this case).

Of the recommended antidepressants are there any my patient can’t take?

Having found the information about what antidepressant treatments are
recommended, you now need to narrow down your options to those that your patient

can take.

The questions asked may already have given you information that allows you to
narrow down your options; because your patient may have tried some before but
they didn’t work, or they were not suitable.

Of the options left, you then need to think about whether there are other reasons that
your patient might not be able to take a recommended antidepressant and where
best to find that information.

Do any of the recommended antidepressants interact with any of my patient’s
medicines

Are any recommended antidepressants contra-indicated for my patient?

Are any recommended antidepressants cautioned for my patient?

| Research question

| Source

| What you’re looking for



https://www.sps.nhs.uk/articles/safety-in-lactation-antidepressants/
https://www.sps.nhs.uk/articles/safety-in-lactation-antidepressants/
https://www.ncbi.nlm.nih.gov/books/NBK501922/
https://www.ncbi.nlm.nih.gov/books/NBK501922/

Do any of the
recommended
antidepressants interact
with any of my patient’s
medicines?

BNF and
SmPC
(manufacturers
licensed
product
information for
healthcare
professionals)

Stockley’s
Drug
Interactions
(Pharm Press
via Medicines

Checking in the order of preference
provided by the guidance (i.e. first-
line checked first, second-line
second etc.)

Is there an interaction your patient’s
medicines and the recommended
antidepressants?

What is the importance and
management of that interaction?

antidepressants cautioned
for my patient?

Complete)
Are any recommended SmPC Does the list of contra-indications
antidepressants contra- include anything from your patient’s
indicated for my patient? history - allergy, hypersensitivity,
symptom or condition?
Are any recommended SmPC Does the list of cautions include

anything from your patient’s history
- allergy, hypersensitivity, symptom
or condition?

Is there any information about how
you might manage the caution?

4. Risk versus Benefit

Having found information about treatment options and any particular concerns the
woman has about the pregnancy or the fetus or baby, you can now do a risk
assessment considering the risks and benefits which includes:

e the potential benefits of the antidepressant to the mother

e the possible consequences of no treatment

e the possible harms associated with treatment

e what might happen if treatment is changed or stopped, particularly if the
antidepressant was to be stopped abruptly.

Look at ‘Assessing risk and informing the risk versus benefit decision for

medicines in pregnancy’ on the SPS website for help.

Applying key principles for prescribing in pregnancy

Prescribing in pregnancy can be challenging for several reasons including:

¢ the physiological changes that occur during pregnancy and the impact of
these on the pharmacokinetics of medicines



https://www.medicines.org.uk/emc/
https://www.medicines.org.uk/emc/
https://www.medicines.org.uk/emc/
http://www.sps.nhs.uk/articles/assessing-risk-and-informing-the-risk-versus-benefit-decision-for-medicines-in-pregnancy/
http://www.sps.nhs.uk/articles/assessing-risk-and-informing-the-risk-versus-benefit-decision-for-medicines-in-pregnancy/

e the lack of information about potential adverse fetal effects of medicines
and pregnancy outcomes, particularly newer medicines.

Because of this, there is another step to take in preparing your answer — checking
that you have applied the key principles of prescribing in pregnancy.

Look at SPS ‘Principles of prescribing in pregnancy’ for help.

5. What’s your answer?

Having done the research, you’ll hopefully have a good idea of the direction things
are going in. However, we need to make sure that we continue to follow our
structure, to make sure that we don’t miss anything, and that we don’t jump to the
conclusions that we want to. To avoid confirmation bias, it's helpful to lay out the
information you have found and to pull it together consistently. In the table below lay
out the short answers to each of the questions posed, which we will then use to build
our final answer.

Question Answer

Are there guidelines on the
treatment of depression?

What are the recommended
treatments for depression?

Do any of the recommended
medicines interact with any of my
patient’s medicines?

Are any recommended medicines
contra-indicated for my patient?

Are any recommended medicines
cautioned for my patient?

Do any of the recommended
medicines pose a risk of adverse
outcome for the fetus?

What is the nature and likelihood of
adverse outcome (s) if continued
during pregnancy?

Are there any actions that can be
taken that might minimise any
known risk(s)?

Do any of the recommended
medicines pose a risk of adverse
effects on the breastfed baby?

What is the nature and likelihood of
the adverse effects on the breastfed
baby?

So what is your answer? The skill in pulling together an answer is to organise all the
information concisely, and logically build up from your stepping stone answers above
to your final answer. A helpful technique is to imagine you're explaining it to a


http://www.sps.nhs.uk/articles/the-principles-of-prescribing-in-pregnancy/
https://en.wikipedia.org/wiki/Confirmation_bias

colleague - what would you say? Remember that this isn’t your final answer where
you've tailored the communication to the needs of the individual - this is getting your
thoughts in order and starting to turn the information you’ve gathered into advice.

When starting out, this can be a challenging step - moving from providing information
for someone else to make a decision with, to participating in making the decision or
recommendations yourself. A useful structure to use to nudge you towards thinking
about providing advice rather than information is “this is my advice - this is why”. Try
it for this question, as if you were explaining it to a pharmacy colleague.

This my advice:

This is why:

6. What’s your message?

Now that you have your answer, you need to start building towards putting together
your message. This is a really important part of the process. You can do the best
research in the world, but if you can’t communicate it to the person who'’s asking the
question, it's all wasted. For a quick refresher on communication skills, see the
Medicines Learning Portal communication section.

So how is the message different to that of your answer?

e The answer is the truth as you know it - the facts you’'ve found through
your research pulled together to answer the question

e The message is tailored to the individual, their needs and their
understanding

The same answer going back to a consultant will have a different message
compared to if it is going back to a patient


https://www.medicineslearningportal.org/p/communication-skills.html

This means that you need to be adaptable with your communication, checking for
understanding as you go along. The underlying facts (your answer) will not change,
but you may need to adjust your message.

To have a go, think about what message you’d give (using the “this is my advice -
this is why” structure) for this question for a variety of different people. Are they
different, and if so, in what ways?

Person Answer

Consultant
obstetrician

GP who wanted to
know about the risks
before a face-to-face
discussion with a
patient about her
treatment options
during pregnancy

Patient who is keen to
stop taking her
antidepressant during
pregnancy

What if they don’t accept your answer?

In the perfect theoretical world, the person asking the question would accept your
advice and act on it. However, as you’ll know, we don't live in a perfect world, so how
do you manage the situation when someone doesn’t accept your advice. Consider
the third person in the section above who is really keen to stop taking her
antidepressant during pregnancy - what would you do if they say they are going to
stop taking their antidepressant anyway? People with capacity have the right to
make unwise decisions, so this is a relatively common scenario.

There’s several options open to you. You could stick to your original advice and re-
iterate that they shouldn’t take them. But will this give the optimal outcome? Often,
this technique can end up entrenching positions making the patient more, not less,
likely to stop their anti-depressant. So if you are going to a more negotiated position,
the questions are:

e What are the things you can’t compromise on?
e For those things that you can compromise on, how will you compromise?
o How could you “safety net” your negotiated outcome?

For the patient who is going to stop taking their antidepressant anyway, how can we
get to the most optimal and safe position possible?



Case Study 4: critical appraisal

Welcome to case study 4, where we’re going to look at critical appraisal. Critical
appraisal can be really specialised and technical, but at its most basic, it's a core skill
of having a look at things, working out how much you trust them, and then working
out what they say. Because the topic is so vast, we aren’t going to be able to cover
everything in this case study, but we’re going to try to give a flavour of critical
appraisal and hopefully try to demystify it a little.

The way we’re going to do this one is a little bit different. So what we’re going to do
IS suggest you to pick a paper - or a review, a guideline, or potentially even a
newspaper article (though this might make it a bit trickier for you) - on a topic that
you're interested in, and use that as the basis for this case study. We'll then guide
you through one way to approach looking critically at the evidence base to inform
your opinions. We’'ll also provide links to more information that can help develop your
understanding and skills in this area. Again, this case study - this workbook - is just
the start of learning.

So with that said, go find something you’re interested in - a recent published paper
would be good, but so would a newspaper article or anything with some things in that
they claim as facts - then when you come back, we can start.

A 3 step model for critical appraisal

As with all the things we’ve talked about, it's important to approach things in a way
that gives you confidence that you’re not missing something. There’s many ways to
approach critical appraisal, so there will be different models and methods out there
that might work for you. But for this one, we’re going to work through three steps for
critically appraising the paper you’ve found.

1. Am | interested in this paper at all?
2. If | am interested, can the paper tell me what it claims to?
3. Ifit can tell me what it claims to, what is it actually telling me?

You then look to pull it all together in an answer.

1. Step 1. am | interested in this paper at all?

Before you invest your time in reading something in detail, it's worth having a check
first to see whether it will be useful to you. This is reading with a purpose. What is it
that you want to be different after you’ve done the reading? It may be just to have
more knowledge in an area, or to explore something that’s of interest to you. But
even then, it's worth taking a couple of minutes to have a think about this first step.

To do this, you can use the mnemonic PICO. You normally use this to frame a
research question, but you can also apply it here. Is reading this paper going to help
you achieve your purpose?



Population
o Are the people in the paper the same as or similar to your patients?
Intervention
o Did they do what you intend to do?
Control
o What are they comparing it to? Is this fair?
Outcome
o What do they measure, and will your patients care?

e Have a quick look at your paper using PICO.

e Does it help to answer the question you have?

e Isitin a similar-ish group of people, doing something similar to what you're
planning, compared against a meaningful control, and looking at an outcome
your patient will care about? If so, great! Move on to stage 2.

e If not, doing a deeper reading of the paper you have isn’t going to help you
answer your question, so bail out now and find a different paper.

2. Step 2: Can this paper tell me what it claims to?

So step 1 was really quick - a skim read of the paper and a judgement call. Step 2 is
more in depth, and is what most people think of as critical appraisal. The
fundamental question here is what is the quality of the evidence? Can it tell you what
it claims to, or has the study been compromised in an irretrievable way?

For this, there’s lots of information out there. CASP tools are a good starting point
when you're new to the area. They provide you with a checklist to use for the
different types of trials so you can work through in a systematic way and make sure
you don’t miss anything. The Oxford Centre for Evidence Based Medicine have
alternative checklists. However, it's important to not switch off your brain and just
follow the checklist. It's really key that you think about things critically and think about
why you’re looking at particular things in particular ways.

When we’re completing stage 2 and critically appraising a paper, what we’re really
doing is hunting for the potential for bias. So it's important to talk about what we
mean by the potential for bias, and what we might do when we find it.

Bias

The image we tend to all think of when we think of bias is of some unethical
researcher manipulating the data to get the answer they want. Fortunately, this is
very rare (though does happen). But bias is a lot wider than this. It is anything,
intentional or unintentional, that makes one outcome more likely than another,
making a trial unfair.

The CASP tools will help you highlight the areas in trial design where bias
can creep in, but it can be introduced at any stage in the process of
developing the evidence base.


https://casp-uk.net/casp-tools-checklists/
https://www.cebm.ox.ac.uk/resources/ebm-tools/critical-appraisal-tools
https://casp-uk.net/casp-tools-checklists/

If a researcher does a trial and finds something truly unexpected, they’ll probably go
back through and double check their data. If they find what they expected, are they
as likely to do that second check? Journals will have a tendency to want to publish
papers that show interesting things, so something with a large positive effect is more
likely to be published than one that shows something they think they already know.
Looking at the types of biases people (including you!) can have is really useful.

There’s a website at www.yourbias.is that gives an informal but useful
introduction to where you can introduce bias into your thinking.

The important thing to remember is that in most cases we’re looking for the potential
for bias, rather than evidence of bias itself. Just because the potential for bias to be
introduced was there, doesn’t mean bias affected the results. And if you discarded
any evidence with any potential for bias, you’d have no evidence left at all. But the
potential bias may make you trust the findings less.

So now it’s time to apply this thinking to the paper you’ve brought.

e Using an appropriate CASP tool to give you a structure, have a look and see if
you can identify any areas where there’s the potential for bias. If you're using
a review or a newspaper article, you might not be able to assess every aspect
highlighted in the CASP tool, but have a go at what you can find.

e Also, think outside CASP tool - is there anything else that could introduce the
potential for bias?

e Then once you've gathered all this information, have a critical think. How do
the things you’ve identified affect your confidence in what the paper might try
to tell you?

By doing this, we’ve hopefully got to a place where we can answer the question can
this paper tell me what it claims to? It might not be the perfect paper, but we can
have an attempt at describing how confident we might be in the results, and why. So
it's time to move on to the last step - what is it actually telling me?

3. Step 3: what is the paper actually telling me?

Now we’ve decided that this paper could be useful (step 1), and have an idea of how
reliable the paper might be and whether we want to trust it at all (step 2), we need to
be able to work out what the paper is saying (step 3). The question you might ask is
why do you need to do this? Surely the paper tells you the results itself - that’s its
purpose?

This is true, but the problem is one of understandability. Not everyone has time to
read the whole paper and pull out the effects of the treatment. Not everyone can
understand the information the way it is presented in the papers. This is where our
skills come in. We need to summarise the information in the trial down so that we
can communicate it to others. We've done this in step 2 for the quality of the paper -
how much do we trust the results? We now also need to do this for the outcomes.
For this, we use summary statistics.


http://www.yourbias.is/
https://casp-uk.net/casp-tools-checklists/

Summary statistics

At their simplest, summary statistics are ways of reducing the multitude of numbers
in a clinical trial into a single fact that you can quote. There’s many different
summary statistics you could use, each of which have advantages and

disadvantages.

It's probably easier to explain with an example. But first you may want to refresh
yourselves about the different summary statistics - you may want to read up on odds,
odds ratios, absolute risks, absolute risk reductions, numbers needed to treat, and
relative risk reductions.

& There'sa couple of useful podcasts on the topic on Spotify (also on Google
or Apple) that you may want to listen to. Search “Pharmacy Microteaches”
and look for the podcasts on odds and odds ratios, and absolute risks and
absolute risk reductions.

& There are also some videos on YouTube that cover some of the statistics in
a pragmatic way - again search for “Pharmacy Microteaches”. Or have a
search on the internet for an explanation you understand.

So, for our example, we'll use a fictional drug - fabostatin - which in the trial saw 187
out of 1582 people have a heart attack when taking it, compared to 256 out of 1645
on placebo. How do we work out the summary statistics we’ve mentioned above,
and what do they mean?

Statistic

The maths

Commentary

Raw data

187 out of 1582 had a heart
attack when taking fabostatin,
compared to 256 out of 1645
taking placebo

Absolute risks

187 /1582 = 11.8% of people
had a heart attack taking
fabostatin, compared to
256/1645 = 15.6% on placebo

Improves understandability, but
you’re still quoting two numbers
to explain the data

Absolute risk

15.6% - 11.8% = 3.8% of all

Reduced to one number, which

heart attack on placebo would
avoid it if they took fabostatin

reduction the patients you treat with is relatively easy to understand -
fabostatin will avoid having a 3.8% of people you treat will
heart attack, compared to if benefit
you’d treated them with
placebo
Number 1/0.038 (100/3.8) = 26. You This is the reciprocal of the
needed to need to treat 26 people with absolute risk reduction, and is
treat fabostatin for one person to relatively easy to understand -
avoid having a heart attack how many people do you need
to treat for one to benefit?
Relative risk 3.8% / 15.6% = 24.4% of the This looks like a nice number,
reduction people who would have had a | but easy to misinterpret as the

percentage of people who
benefit, which it isn’t - it’s the



https://open.spotify.com/show/7cVNzSqwiDYr0yaSghVA00
https://www.youtube.com/channel/UC10LdNvmqunbVbGVViME0VQ

proportion of risk that has been
removed

Odds 187/ (1582-187) = 0.134 odds | Odds are useful for doing
of having a heart attack on further maths with them, but
fabostatin, compared to 256 / aren’t easily understandable to
(1645-256) = 0.184 on placebo | most people

Odds ratio 0.134/0.184 =0.728 Odds ratios are again useful for

more maths, but they aren’t
easily understandable to most
people

So looking down the table above we can see what we were talking about in action.
At the start, we haven’t summarised enough, so the information isn’t easy to
understand. At the bottom, we’ve done so much maths on the data that we’ve made
it difficult to understand again. In the middle is the “Goldilocks zone” - not too hot, not
too cold, but just right - where we’ve summarised enough that we’ve made it simpler
to understand, but not so much that we’ve made it complicated again. It's probably
around about absolute risk reduction and number needed to treat.

For your paper, can you work out each of the summary statistics in the table above?
Which do you think summarises the information best for your understanding? Which
do you think other people (other healthcare professionals, patients) would be likely to
understand?

What about significance - what are the chances that the result is true?

This is a very valid question, but is difficult to go into detail here. As we've said
before, critical appraisal is a vast topic and you’ll need to do more independent
learning to cover everything. There are lots of resources available out there that talk
about p values, power calculations and significance - though some of them can be
very technical.

& There are some YouTube videos (search “Pharmacy Microteaches”) that
we've put together for an informal look at p values and power calculations -
what they mean, and when you might want to look at them - which you might
find helpful as a quick introduction.

For now, it's enough to remember that p values (which is what we use to judge
whether a particular result is statistically significant) isn’t the only thing to think about.

A particular trial may have a highly statistically significant result, but that doesn’t
mean it’s true - the treatment you’re looking at could still be ineffective and the
difference you're seeing in the trial is just down to random chance. To try to address
this problem, this we need to extend our thinking from just Evidence Based Medicine
to Science Based Medicine. Is there a plausible scientific mechanism of action for
the results you're seeing?



https://www.youtube.com/channel/UC10LdNvmqunbVbGVViME0VQ

Alternatively, the trial may be a fair representation of reality, but the real difference
you’re seeing wouldn’t be important to your patient. This one comes back to the “O”
of PICO - is the outcome you’re looking at meaningful for your patient?

So for your paper, is the result statistically significant? Is there also a plausible
scientific mechanism of action for the results? Is the outcome something a patient
would care about?

Pulling it all together

This is one of the most important bits of the process. All the critical appraisal skills in
the world will be wasted if you can’t then put that knowledge into action. But because
we've used a structure, and developed our opinions as we went along, this bit is now
really quite easy. Imagine you are walking down the corridor with a colleague and
they ask your opinion on the new trial they’ve seen. What do you say, and how do
you structure it?

Well, you could use the three part structure we’ve used above as the base for your
answer:
e Step 1: summarise your PICO summary - are we interested in this trial?

e Step 2:is it a well-designed and conducted trial - how much do we trust the
results?

e Step 3: what is it actually telling us - what does it do, and is it significant?

So finally, for your paper - if you had 30 seconds to explain to someone what it
shows and how confident you are in the results, what would you say?

Close

So through this case study, you’ve had a chance to use a structure to do some
simple critical appraisal on a paper or other resource you chose. We've not been
able to cover all aspects of critical appraisal, but hopefully it's given you an idea of
how to approach thinking about the evidence base behind the medicines that we
use, and that though it may at first sight seem complicated, it's something that we
can all do, with some practice.




A note on links

A lot of what we cover in this training package involves linking to other sources of
information and training. These links can often change, which means that the links within the
individual sections may break over time.

Whilst we will try to keep all sections up to date, you may find this set of guidance on how to
find things helpful. Most things are “google-able” using the terms used in the text, but some
things may be more challenging to find.

SPS website

e The home site of the Specialist Pharmacy Service. This hosts lots of information on
resources and where to look for different types of queries

e Website: www.sps.nhs.uk, then search for “QRMG” or “Quality and Risk
Management Group” for links to the UKMI content

Medicines Learning Portal

e Afree to access online training website, covering core skills that you will develop
over your first few years in clinical practice
o \Website: www.medicineslearningportal.nhs.uk

Podcasts

o These have been put together to go alongside this package and are hosted on
Anchor. Available on Spotify, and also distributed to Apple, Google and other podcast
sources

e To access, open Spotify, or other podcast provider, and search for “Pharmacy
Microteaches”

Videos

e There are a small number of videos on YouTube that cover some of the principles of
critical appraisal
e Again, open YouTube and search for “Pharmacy Microteaches”


http://www.sps.nhs.uk/
http://www.medicineslearningportal.nhs.uk/

