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Do you want more?

MEDICAL
DEVICE

Drues, Ph.D.

Global Med Dev Podcast (GreenLight.Guru)
Guerilla Mike on MedTech (Medical Product Qutsourcing)
Regulatory Medical Design and Outsourcing

Strategy oy = ) i !
Tips And Tactics Guerilla Regulatory Strategy (MED Device Online)

Healthcare Packaging

ool 2z LinkedIn

MedicalDesign NHealthcare”

A MassDevice Resource P A C K A G I N G
For columns, articles and podcasts... visit vvvﬁa scularSci.com
5
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First, an important disclaimer...

I can’t make you an expert in a few minutes!

I'm not even going to try but...

Remember my philosophy of education:

To teach you how to think not what to think!

™
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Is it possible to think regulatory?

“Science is a way of thinking much .
more than it is a body of knowledge.” /iqw'!

Carl Sagan (1934-1996)
American astronomer, author and science journalist

(\
So how about this? \ %

_— / “Regulatory affairs is a\way of
Guerla Regulatory Stategy: (8 thinking much more than it'is @ body
Tips And Tactics . of rules and regulations — or ‘at least
By Michael Drues, Ph.D. it should be!”

President, Vascular Sciences

Michael Drues (1964-)
Regulatory Strategist and Amateur Philosopher @

www.meddeviceonline.com/author/michael-drues:

Ma ybe Carl Sagan would be proud/
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""“‘f“_'\ Here's what we'll talk about...

What are special controls? When and how are they used?

III

Why do we call them “special” controls? Are they really “special?”
General vs. special controls: When and why do we need:both?
Does your device require special controls? How can you find out?
For class II exempt devices, do special controls still apply?

How do special controls vary in a 510k vs. in a de novo?

Virtually all special controls ensure safety... what about efficacy?

Existing standard for a special control vs. creating a new standard?

SR N N N N N S NN

Lots more tips and tricks... time permitting!
v Final thoughts...

™
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What are special controls
When and how are they used
Why call them “special” controls

Are they really special

\[o]r=H

Most people have a myopic view of "special”
controls... including FDA!

"
pescalontols IWhat s ey and g greenlight guru  ; Vascular Sciences @ © Copyright by Michae!
v can w e them to antage? and \/ s. All rights eserved

Putting things in perspective...

Medical

- Class I/II
DeV|Ce Non_Exempt FDA RegUIated

Pyramid 510k or De novo

Class I/II Exempt
No 510k or De novo

Class “0”
Wellness Device FDA Regulated

S T ) g greenlight guru 3 Vascular Scnences@ © Copyright by Michae i, PD:
w can we use them to our advantage? and Va s. All rights re erved.
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A risk based approach for medical devices
since 1976

Classification determines extent of regulatory control (Risk Based)

Class | Class Il Class IlI
eGeneral Controls eGeneral controls sGeneral controls
s Special controls s Premarket approval (PMA)
Specific Controls More Specific Controls
General Controls
sElectronic Establishment Registration Special Controls (addressing Risk)
¢Electronic Device Listing *Guidelines (e.g., Glove Manual}
*Quality Systems *Mandatory Perfarmance Standard
'Labelmg *Recommendations or Other Actions

alityis.far more complex!

by 3 8
and Vascular Sciences. All rights reserved
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Special Controls: What are they and
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™
f © Copyright by Michael Drues, Ph.D.
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US Classification

CLASsm [::

CLASS Il

Classli

= Medium Risk
= Usually 510k clearance
= 40% of devices

Class |
= Low Risk
» Require PMA
» 55% of devices

Center for Emerging Neurotechnologies, University of Cincinnati

Can you find the errors?

Hint: There are at least 3!

Special Controls: What are they and
how can we use them to our advantage?

g greenlight guru |, Vascular Sciences @
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General vs. special controls:

When and why do we need both

In a nutshell, three types of Regulatory Controls:
General Controls are general... apply to everything (or do they?)
Special Controls are uhh... special? how about specific?

[note: 126 Special Controls here.]

"
i il Cortr | What are they and ggreenlightguru 13 Vascular SCiences@ © Copyright by Michael Drues, Ph.D.
W can wn

e them to antage? and Vas ciences. All rights reserved.

Does your device require
special controls

How can you find out

Short answer:

Its your job to do your homework not FDAS!
Where to look? Here's a start...

S T ) g greenlight guru 1, Vascular Scnences@ © Copyright by Michae i, PD:
w can we use them to our advantage? and Va s. All rights re erved.

14 GreenLight.Guru Webinar (May 19, 2022)

https://www.greenlight.guru/webinar/advantages-of-special-controls

For additional information, www.linkedin.com/in/michaeldrues, © Copyright by Michael Drues, Ph.D.
call (508) 887-9486 or e-mail mdrues@vascularsci.com 7 and Vascular Sciences. All rights reserved.


https://www.fda.gov/medical-devices/overview-device-regulation/regulatory-controls
https://www.fda.gov/medical-devices/overview-device-regulation/regulatory-controls#gen
https://www.fda.gov/medical-devices/overview-device-regulation/regulatory-controls#special
https://www.fda.gov/medical-devices/guidance-documents-medical-devices-and-radiation-emitting-products/class-ii-special-controls-documents

Special Controls:
What are they and how can we use them to our advantage?

Where to look?

If you're working on a me-too:
v CDRH product code database here
Ex: PTCA Catheter DQY
v' Predicate (if applicable)
Ex: PTA Catheter 510k summary (K201377)
If you're working on anything:
v Guidance document database here
v' Rec Consensus Standards database here
v/ CDRH List of 126 Special Controls here

Ex: Certain Percutaneous Transluminal Coronary Angioplasty
(PTCA) Catheters - Class II Special Controls

If you're working on something new/novel:
Create your own!
Just a start... think outside the FDA box!

Class II Special Controls Documents

A
Special Controls: What are they and g green’ighf guru 15 Vascular Sciences @ © Copyright by Michael Drues, Ph.D.
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When people are free to do as they please,
they usually imitate each other.

Eric Hoffer (1902-1983) was an American social writer and philosopher. He produced
ten books and was awarded the Presidential Medal of Freedom in 1983.

L 2

If you think adventure is dangerous, try routine —t's lethal!
Paulo Coelho (1947-), Brazilian lyricist and novelist, author of The Alchemist

s

Remember;, we must always be willing to... Thlnk different_

2
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Special Controls:
What are they and how can we use them to our advantage?

For class II exempt
devices, do special
controls still apply?

Short answer: Maybe!

Let's look at an example...

M
Special Controls: What are they and g green’ighf guru 17 Vascular Sciences @ . v@ Colpyrgght by Michael Drues, Ph.D.
an ‘ascular
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Case Study: Refrigerator

Is a refrigerator a medical device?

Could it depend on what you put in it?

#il| Could you store blood in your refrigerator at
i I home?
Absolutely... but that would be off-label use!

™
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New Search Back to Search Results

Device Refrigerator, Freezer, Blood Storage
Regulation Description Blood storage refrigerator and blood storage freezer.
Regulation Medical Specialty Hematalogy
Review Panel Hematology
Product Code KSE
Premarket Review Center for Biologics Evaluation & Research (CBER)
Submission Type 510(K) Exempt
Regulation Number 864.9700
Device Class
Total Product Life Cycle (TPLC) TPLC Product Code Report
GMP Exempt? No
Summary Malfunction
Reporting

Note: Class Il devices the Food and Drug Administration (FDA) has also published a list of class Il (special
controls) devices subject to certain limitations, that are exempt from premarket notification requirements under
the Food and Drug Administration Modernization Act of 1997 (FDAMA) and the 21st Century Cures Act of 2016
(Cures Act). FDA believes that these exemptions will relieve manufacturers from the need to submit premarket
notification submissions for these devices and will enable FDA to redirect the resources that would be spent on
reviewing such submissions to more significant public health issues. FDA is taking this action in order to meet
requirements of FDAMA and the Cures Act.

Implanted Device? No
Life-Sustain/Support Device? No
Third Party Review Not Third Party Eligible

Eligible

t
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Product code: / sC@s II 510k Exem

New Search Help | More About 21CFR

= 5. Related
@ Information

TITLE 21--FOOD AND DRUGS
( PTER I--FOOD AND DRUG ADMINISTRATION
DEPARTMENT OF HEALTH AND HUMA v

N SERVICES
SUBCHAPTER H--MEDICAL VICES
PART 864 -- HEMATOLOGY AND PATHOLOGY DEVICES
In Establishments That Manufacture Blood and Blood Products

Product code: / Class II 510k Exempt

M
Special Controls: What are they and g green’ighf guru 5 Vascular Sciences @ © Copyright by Michael Drues, Ph.D.
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Why class II?
Why 510k exempt?
Why 39 510k’s if 510k exempt?

39 510k’s (1980-1999)

pocoalCouls Juoya ey ggreenlightguru 21 Vascula
W can wn

e them to antage? ular Sciences. All rights reserved.

How do special controls
vary in a 510k vs. de novo?

Short answer:

Special controls are one of the biggest
competitive advantages of the de novo!

S T ) ggreenllghtguru »» Vascular Scnences@ © Copyright by Michae i, PD:
w can we use them to our advantage? and Va s. All rights re erved
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The “de Novo” 510(k) Process and the

USlng RegU|atI0n aS a . Reclassification of Class III Devices
Competitive Advantage S

“A key tactical decision faced in the de novo
process is whether to recommend the class
for the device (remember, this is optional).
It is recommended that a manufacturer
suggest the class that gives it most control
over its destiny. For a Class II device, this
includes trying to influence the type of
controls that might be required, especially
something that might be difficult for
competitors to match.”

Or put another way, think...

Competitive regulatory
strategy!

e The Logistics of the de Novo
rey  Petition Process
To use the de novo proces:
“The "de Novo" 510(k) Process and the Reclassification of
Class III Devices” (RAPS, March, 2006) »
Special Controls: What are they and green’ighf guru 23 Vascular Sciences [jf © Copyright by Michael Drues, Ph.D.
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What's the biggest
advantage of the ‘de novo’
compared to the 510k

You're starting out with a
blank canvas and you can
paint on to it anything
you would like — assuming
you can support it that is!
Who can explain?

™
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What does blank canvas mean?

Product Classification

With a 510k you start
with this and you must fit
in someone else's box...

ld-you choose?

With a de novo you start
with this and others must
fit in your box!

Special Controls: What are they and g green’ighf guru 25
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FREE ON-DEMAND WEBINAR

ADVANCED STRATEGIES AND
TACTICS FOR USING THE DE NOVO
PATHWAY

Advanced Strategies and Tactics for
Using the De Novo Pathway

presented by:
MichgsiBsuEsFh. D.
President, Vascular SSISRIPEEfton, Massachusetts
B
Adjunct Professor of Regulatory Science, Medicine, and Biomedical Engineering
GreenLight.Guru W December 7,2017)
http://blog. /mike-drues

For questions or more , contact me at or
(508) 887 — 9486 or mx >s@vascularsci.com
Join me on LinkedIn at www. com/in/michaeldrues

< 1 by P T LD kS,

Webinar + Handout (Dec 7, 2017) available
(www.greenIight.guru/webinar/de—nqvo—pathway)
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Guest Editorial:

The de novo
pathway -
Strategies and (g

al: The de
gies and factics to
u:
=
* Guest Editori the costs
a C I C S o5 Jopethne 4
sic a tandards
proport e rskofa
g ¥ -
= medical devi
-
a I l VOI * 2st tdiscussion }ﬁ’ .
raft: ting to 7 L
medica v
-
© Directive 93/ 2/EEC: examples of
inadequately defined or undefin
terms and propos

http://www.globalregulatorypress.com/

Abstract available

® News updates from Europe, North

America, Central & South America,
Asia, Africa & the Middle Eastand
global interest

The De Novo Pathway (J Med Dev Reg, May, 2015)

® Country overview: Indonesia 155N 1759- 149X

Special Controls: What are they and g greenlight guru  »; Vascular Sciences [i§  © Copright by Michae! Des, PhD:
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how can we use them to our advantage? i ciences. All rights reserved.

27

Virtually all special
controls are intended to
ensure safety... what

about efficacy

Reminder:

There is NO 510k requirement for safety and efficacy!
Better question:

Can a clinical trial be “required” as a special control?

Answer:

Yes... if you "spin” it properly! How?

™
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Special Controls:
What are they and how can we use them to our advantage?

Existing standard for a
special control vs.
creating a new standard

MOST powerful and LEAST commonly used
strategy for special controls!

How about an example...

M
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Case Study: Sonablate

The Sonablate® 500 is a medical
device that uses HIFU to thermally
ablate the prostate.

Sonablate viru

All based on publicly available information... but you will have to dig deep to find it!

Note: complete 6446 page (redacted) de novo submission can be obtained via FOI request
Sonablate HIFU Animation (YouTube) (2 min) / Basic HIFU Video (YouTube) (1 min)
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Special Controls:

What are they and how can we use them to our advantage?

Case Study: Sonablate

New Search Back to Search Resulls

2 System For
Device Classification Name o

De Novo Number
Device Name

Requester C. New Search

Device

Definition

Contact

Regulation Number 0 Physical State

Classification Product Code

Technical Method

Date Received

Decision Date 15 Target Area
Decision ( Regulation Medical Specialty

Classification Advisory Committee
Review Advisory Committee
Reclassification Order

FDA Review

Type

GMP Exempt?
Summary Malfunction

Reporting

Implanted Device?

Points to Consider:

v' Class II medical device brought to market via de novo (

v" New product code created:

v New regulation created based on de novo (incl. variety of special controls) is: 876.4340...

how can we use them to our advantage?
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Power of De Novo
and Special Controls

Note: in some cases, special controls are listed
in the Product Code description. In this
example, they are listed in the Code of Federal
Regulations description ( ).

Always important to check both!

Notes from Redacted Submission:
Summary of “proposed” special controls pp. 67-68
Details of “proposed” special controls p.69+
. Note difference(s) in “proposed”
special controls i.e., those proposed in
the original de novo submission and
the actual special controls listed in

. In other words, you can always ask but you
don't always get... but in this case, the
Company got the important ones.
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~This Is the
end result...
" notthe
“beginning!
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Special Controls:
What are they and how can we use them to our advantage?

With Power Comes Responsibility

feature

The FDA De Novo medical device pathway,
patents and anticompetition

The interaction between patents and FDA's De Move and 510(k) regulatery pathways has the potential to threaten
follow-on innovation for medical devices.

potential
De Novo apy
tech

essential for FDA's determination that

De Novo applicants may patent the core technological characteristics of their devices, essential
for FDA's determination that the follow-on application is “substantially equivalent.” In addition,
the De Novo applicant can advocate before the agency that its “performance standards” are, in
fact, core technological characteristics for the device’s “special controls.” As a result,'a follow-on
applicant is given a fatal choice: it must either admit that it uses the same technological
characteristics as the patented, predicate device — essentially, an admission of patent
infringement — or that it uses different technological characteristics, which is an admission that
the device is not substantially equivalent to the predicate. In short:

Nature Biotechnology (Sept, 2020) here.
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BONUS QUESTIONS

AND ANSWERS BELOW
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Special Controls:
What are they and how can we use them to our advantage?

Can special controls be
added to existing 510k
or product code

Short answer:

Yes but not common!
And what if...

a special control is added to your product code?
Here's a real example...
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*Compare to the active
ingredients of Skin Shield*

first aid

Case Study: liquid bandage
Topical Tissue _—
Adhesives a.k.a. A

Liquid Band-Aids

NETWT 0.3 FL 0Z (9 mL)

“...special controls for De Novo devices present a problem to FDA because the requirements
to ensure “safety and effectiveness” are difficult to know without extensive testing

in the field. In one case, — ‘liquid bandages’ —
Those controls

related to the heat degradation properties of such bandages; unexpectedly, heat from|the skin
degraded one component of the gel into formaldehyde. , as the

name suggests,
with minimal historical comparisons,
n

Nature Biotechnology (Sept, 2020) here.
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Special Controls:
What are they and how can we use them to our advantage?

Similar question:

Can a new 510k create a
new product code

Remember...

“When you hear hoofbeats,

think of horses not zebras".
Prof Theodore Woodward, circa 1948

Special Controls: What are they and © Copyright by Michael Drues, Ph.D.
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James Thurber (1894 — 1961) was an American cartoonist, author,
journalist and playwright known for his cartoons and short stories,

published in The New Yo@ magazine.
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Special Controls:
What are they and how can we use them to our advantage?

When to propose
special control(s)

Choices:
During pre-sub? In submission? Another time?

M
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What's the special controls litmus test?

Why do we need
special controls
What happens if we
don’t have them

Applies to manufacturers AND FDA!

...or at least it should! ©
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Special Controls:
What are they and how can we use them to our advantage?

THE FINAL
QUESTION

What are “acceptable”

special controls but
maybe shouldn’t be

Regrettably...
There are many!
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What's the

Follow special controls because they are necessary...

not because they are required.
Reminder: the surgery went perfectly but the patient died anyway!

Create special controls when necessary...

and do so to your competitive advantage!
Reminder: think competitive regulatory strategy!

But
Do so responsibly!
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Special Controls:
What are they and how can we use them to our advantage?

4//\ Here's what just talked about...

What are special controls? When and how are they used?

Why do we call them “special” controls? Are they really “special?”
General vs. special controls: When and why do we need:both?
Does your device require special controls? How can you find out?
For class II exempt devices, do special controls still apply?

How do special controls vary in a 510k vs. in a de novo?

Virtually all special controls ensure safety... what about efficacy?
Existing standard for a special control vs. creating a new standard?
Lots more tips and tricks... time permitting!

Final thoughts...

M
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There are many regulatory consultants out there...
2 ‘fbut~the[e'»are surprlsmgly few good ones!

A MANWHO WANTS TO LEAD THE ORCHESTRA
MUST TURN HIS BACK ON THE CROWD.

MAX LUCADO

how can we use them to our advantage? and Vascular Sciences. All rights reserved.
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Special Controls:
What are they and how can we use them to our advantage?

Don't just follow the
rules... think!

Rules are mostly made to be broken

and are too often for the lazy to hide behind.

General Douglas MacArthur (1880 —1964) was an American general in the US Army during the
1930s and played a prominent role in the Pacific theater during World War II. He was one |of only
five men ever to rise to the rank of General of the Army in the U.S.
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“Imagination is more
important than
knowledge, for while
knowledge points to all
there is, imagination
' points to all that can be.”
Albert Einstein

“Logic will get you from
A to B. Imagination\will
take you anywhere.”

I Albert Einstein

Ju — =T .
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Special Controls:
What are they and how can we use them to our advantage?

Taking inspiration from one of best...

“Here's to the crazy ones. The misfits. The rebels. The
troublemakers. The round-pegs in the square holes. The ones
who see things differently. They're not fond of rules. And they
have no respect for the status quo.. You can quote them, disagree
with them, glorify or vilify them. About the only thing you can't do
is ignore them. Because they change things. They push the
human race forward. And while some may-see them as the crazy
ones, we see genius. Because the people who areicrazy enough
to think they can change the world, are the ones who do:*

Steve Jobs (1955 — 2011), entrepreneur, marketer and inventor, the co-founder of Apple Inc. and widely recognized as a piGneer
of the personal computer revolution.

More importantly...

“Imagine where we could be if discontent for the ' 4
status quo was the norm rather than the exception.” '

Can you guess who said this? !

7
Special Controls: What are they and g green’ighf guru 4 Vascular Sciences @ © Copyright by Michael Drues, Ph.D.
N

how can we use them to our advantage? and Vascular Sciences. All rights reserved.

Questions?

Comments?

Suggestions?

Criticisms?
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