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Disclaimer

* The views expressed in this presentation are my personal views and do
not represent any official Regulator or any Company position (including
my employer).

* The workshop is wholly fictional and is not based on any real-life clinical
study or drug development activities. The drug described is not
representative of any specific drug in development or on the market.

e The purpose of the exercise/ workshop is for discussion only.



Acknowledgements

« MedDRA MSSO
e ICH



Outline / Agenda of the session

* |dentifying a ‘Special Situation’
 How to apply MTS:PTC, in order to handle ‘Special Situations’
« Workshop covering examples of several ‘Special Situation’ types



What is a Special Situation?

Special Situations are non-standard medical conditions that provide valuable
Information (e.g. clinical, safety) about a medicinal product, even when they
don’t occur in association with an adverse event or medical condition;
therefore should be recorded/ reported/ monitored for:

» complying with regulatory guidelines (e.g. ICH, FDA, EMA)
* Meeting protocol specific requirements
 the continuous benefit-risk assessment of medicines
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Special Situations

e Exhaustive list:
 Overdose
e Drug Abuse
* Misuse
o Off Label Use
e Occupational Exposure
» Lack of Therapeutic Efficacy
* Medication Error



Regulatory background

GVP Module VI section VI.B.6 Special Situations includes guidance on
the following scenarios:

« Use of a medicinal product during pregnancy or breastfeeding.
» Use of a medicinal product in a paediatric or elderly population.

* Reports of overdose, abuse, off label use, misuse, medication error
or occupational exposure.

« Lack of therapeutic efficacy.




MedDRA Concepts

Therapeutic

? ?
Concept Intentional By Whom? Use?

Additional
Sections in
MTS:PTC 4.16

Mlsuse Patient/consumer Yes*

Abuse Yes Patient/consumer No
Yes Patient/consumer No
Patient/consumer or

NoO healthcare Yes
professional

Healthcare
Off label use Yes professional Yes

* Definitions of misuse may not always include the concept of therapeutic use;
misuse may be similar to the concept of abuse in some regions.

Medication
error
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3.16.1
3.16.2
3.16.3

3.15

3.27



Key to some concepts

in‘ten-tion
[in-ten-slwuhn]

=noun

purpose or attitude toward the

effect of one'’s actions or conduct

Issues in

product use

Intention

Unintentional ki Intentional
|
Accident “Product use HCF: Patient:
("unavoidable™) issue” Off label use Misusze / Abuse Criminal activity
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MedDRA Concepts...

* For more detailed concepts see:
Introductory Guide MedDRA Version 21.1
Appendix B/ MedDRA Concept Descriptions
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KEEP

CALM

AND

EXERCISE
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Product Availability

 “My husband missed a dose as the pharmacy was out of stock”

« “Patient missed doses as the delivery got lost and re-ordering took several

days”

=50t Injury, poisoning and procedural complications
- -1 Medication errors and other product use errors and issues
--h.T Product administration errors and issues
--Jr1] Product dose omission
-..ur Missed dose

=150t Product issues
+ Product quality, supply. distribution, manufacturing and quality system issue
--.1 Product supply and availability issues
= Product supply issue
wr Drug supply chain interruption
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Patient Compliance

“Patient missed doses as he wanted to go on vacation and didn’t want to
carry the home-infusion kit in the luggage. He was aware that he was not
following doctor’s instructions.”

=50t |njury, poisoning and procedural complications
=- Off label uses and intentional product misuses/use issues
=-#.T |ntentonal product use issues
=-J71] Intentional dose omission
- Intentionally missed dose

-1-soc General disorders and administration site conditions
=-:: Therapeutic and nontherapeutic effects (excl toxicity)
--#LT Therapeutic and nontherapeutic responses
-[r1] Treatment noncompliance
e L1 Treatment noncompliance
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Healthcare System Issues

“Patient could not receive the treatment due insurance issues”.

E=1-50¢ Injury, poisoning and procedural complications
=t Medication errors and other product use errors and issues
—-#.T Product administration errors and issues
—- Product dose omission
-.ur Missed dose

E1-s0¢ Social circumstances
= ¢; Economic and housing issues
--#LT Economic circumstances
—-[P1] Insurance issue
-wr Insurance issue
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Off label use - Indication

« If a medical condition/indication is reported along with “off label use”, the
preferred option is to select terms for the medical condition/ indication and
off label use.

 Alternatively, select a term for the medical condition/ indication alone.
Select LLT Off label use alone only if it is the only information available.

MTS:PTC (v4.16)
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Off label use - Indication

“Drug indicated for use in adults used off label to treat a 6 year old child”

E-soc |I'iJuI'y poisoning and procedural complications

5~ Offlabel uses and intentional product misusesfuse issues
--u1 Off label uses

_- Off label use
L Off label use

(=50t |njury, poisoning and procedural complications

+ Medication errors and other product use errors and issues
--#.7 Product administration errors and issues

=-{P1} Product administered to patient of inappropriate age
“-ur Adult product administered to child

Approaches for handling Special Situations using MedDRA - Manoj Kumar

16



Off label use — Indication (when reported
with an AR/AE)

o If an AR/AE occurs in the setting of off label use for an medical condition/
Indication, the preferred option is to select a term for off label use, and a
term for the medical condition/indication in addition to a term for the
AR/AE.

 Alternatively, select a term for the medical condition/ indication and a term
for the AR/AE.

MTS:PTC (v4.16)
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Off label use — Indication (when reported
with an AR/AE)

“Patient received drug X for breast cancer and experienced a stroke”

=-sot |njury, poisoning and procedural complications
= Offlabel uses and intentional product misuses/use issues
--#1 Off label uses

- [r1] Offlabel use E-see Meoplasms benign, malignant and unspecified (incl cysts and polyps)
L..ur Offlabel use = c; Breastneoplasms malignant and unspecified (incl nipple)
=-h1 Breastand nipple neoplasms malignant

5ot Nervous system disorders
=7 Cenfral nervous system vascular disorders
-1 Central nervous system haemorrhages and cerebrovascular accidents
--[F1] Cerebrovascular accident
~.u1 Stroke

Approaches for handling Special Situations using MedDRA - Manoj Kumar 18



Quality Issue

“Patient received less than the prescribed dose as the pump had a defect”

=0t Product issues
=57 Device issues
=--#LT Device malfunction events NEC
E- Device infusion issue
- Pump underinfusion

E1-50¢ Injury, poisoning and procedural complications
= -: Medication errors and other product use errors and issues
—--HLT Product administration errors and issues
E- Accidental underdose
—.wr Accidental underdose
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Quality Issue..

“The vaccine was leaking through the barrel of the plunger”

50t Productissues
=7 Device issues
--#.1 Device physical property and chemical issues
--{r1] Syringe issue
~.ur Syringe leak

Approaches for handling Special Situations using MedDRA - Manoj Kumar

20



Occupational exposure & Error

“Nurse got solvent in the eye as she had difficulties using the reconstitution
Kit”

[=-50¢ Injury, poisoning and procedural complications
= :: Exposures, chemical injuries and poisoning
--#T Occupational exposures
-.Jr1] Occupational exposure to product
- Occupational exposure to product via eye

=50t |njury, poisoning and procedural complications
= &+ Medication errors and other product use errors and issues
--#LT Medication errors, product use errors and issues NEC
--{r1] Device difficult to use
-.wr Device difficult to handle
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ldentifying Multiple Errors

“My physician always prescribes drug A for me as | am allergic to drug B,
which is much cheaper. The holiday fill-in didn’t check my files and wrote
drug B down, which I and the pharmacist didn’t recognize. Nearly died
from an anaphylactic shock when | took it.”

=-sec Injury, poisoning and procedural complications =J-s0¢ [njury, poisoning and procedural complications
=l Medication errors and other pdeUCtUSB errors and issues =3 Medication errors and otherprcduct use ermors and issues

--#L.1 Product monitoring errors and issues —-u1 Product dispensing errors and issues
=-{e1] Documented hypersensitivity to administered product 5 [71 Product dispensing error

~ur Documented allergy to administered drug . Drug dispensing error

=50t Injury, poisoning and procedural complications =1-50¢ Immune system disorders
&1 Medication errors and other product use errors and issues E Allergic conditions
—-#.1 Product prescribing errors and issues --#T Anaphylactic and anaphylactoid responses
—- Contraindicated product prescribed = Anaphylactic shock
“--ur Contraindicated drug prescribed w Anaphylactic shock
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ldentifying Multiple Errors

“A patient was accidently prescribed drug X. Because the names of drug X
and drug Y were similar, the pharmacist thought there might have been an
error. Prior to dispensing, the pharmacist rang the physician, who
confirmed the error, which was intercepted. The patient then received the
correct drug.”

-J-50¢t Injury, poisoning and procedural complications soc Injury, poisoning and procedural complications
= :: Medication errors and other product use errors and issues =-°; Medication errors and other product use errors and issues
x --#.1 Product prescribing errors and issues —-#.T Product confusion errors and issues
={P1] Product prescribing eror =-{r1] Product name confusion
“-ur Wrong drug prescribed “-ur Drug name confusion
=50t |njury, poisoning and procedural complications -|-s0¢t |njury, poisoning and procedural complications
= - Medication errors and other product use errors and issues &7 Medication errors and other product use errors and issues
--#7T Product prescribing errors and issues -~ Product dispensing errors and issues
-1-{P1) Intercepted product prescribing error =-[r1] Intercepted product dispensing error
-wr Intercepted drug prescribing error -~ ur Intercepted drug dispensing error x
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Ambiguous Verbatim

« “Difficulty with needle insertion”

e LLTs

 Needle issue?
Device difficult to use?
Wrong injection technique?
Poor venous access?
Infusion site induration?

e Unevaluable event?



Any questions?
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