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Is this webinar for you?

QM 'S

NOT FOR YOU COME

ON IN

* You’re asking- What’s a PAI? You work in GxP quality for Life
* You don’t like data Sciences (or consulting) and you
* You came for the Starbucks like data!
gift card (hint: there is no gift v/ Compliance
card) v/ Inspection Prep
v/ Vendor Quality
v/ Training
v
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What we will cover

@ REDICA Systems

1.

Quick Background (2 min)

PAl inspection volume trends pre and post COVID

483 issuance rate trends by inspection type and region
Differences between FDA investigators on PAl inspections
Top Issues cited on 483 Observations, with examples
Prevalence of potentially critical issues on PAl inspections

A short Redica commercial of how we work with Life Sciences
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Who is Redica Systems?

@ REDICA Systems

Redica Systems - Quality and Regulatory Intelligence data analytics platform serves over 200 life
sciences companies - from clinical-stage biotech to the largest global sponsors. Our customers rely on
our comprehensive data sets to enable a fact-based approach to inspection preparation, vendor

quality, and regulatory surveillance.
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A GILEAD Company

/ Representative customers \

/ Unmatched data sets \
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« >15,000 regulatory and standards monitored daily
from 200 agencies

« >1m regulatory inspections

+ >25,000 Form 483s

« >17,000 Warning letters

* >16,000 EIRs and 483 Responses

« >35,000 EMA inspections and docs

\C:U'BTb HERCQI%I ¢> KRONOS BIO/

@ REDICA Systems

+ >1,500 MHRA GMP post-inspection reports
« >20,000 Health Canada inspections and docs
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What you will see today: Unmatched Data

Redica Reports and
e Non-FDA Data
oo B * EMA [] 35k inspections and reports
Enrichment e MHRA [] 4.5k inspection documents
L * Health Canada [] 20k inspections and

Non FDA Data - FOIA : :
and web scraping CRC Citations

i}

Additional FDA .
Data - FOIA and FDA Data Comparison

FDA.gov data Inspections 256k [] 890k
Inspection Documents 3k [] 59k
2 Retyped 483 Observations O [] 110k
Inspection Reason O [] 215k
FDA Data
Dashboard Inspector Name 0 [] 7k

Since most of our data comes from FOIA - you are going to see data and
analytics that you never knew existed...
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A special thank you

Jerry Chapman — Jason Kerr — data Barb Unger —
Human Dugs GMP wrangling, Inspection trends
labeling models Inspection trends and analytics and
and his sage and analytics mentoring
wisdom
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Webinar Question 1

138 Responses

back to 100%>100%

The FDA drastically cut back PAI
activity during COVID. How
much do you think they
bounced back? (ex: 50% back to >50% butless than 100%
pre-covid levels, 75% or more
than pre-covid)

41%
~50%

@ REDICA Systems
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PAl Inspection volume was dropping before COVID and fully bounced back (and
then some) in North America and Europe

PAIl Inspections by Region,

PAIl inspection volumes count
were declining prior to Implied backlog of >300
CoviID PAl inspections, likely
leading to longer approval
430 cycles
Restof , 5
World [~
Europe PAl inspections have

~bounced back, especially
in Europe and North

Asia America. Lagging in Asia
Pacific likely due to Investigator
staffing and travel
restrictions
US & Canada

2017 2018 2019 2020 2021 2022
Pace*

* 105 PAI Inspections year-to-date as of 5/25/22
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US & Canada is a much larger share of PAls since COVID

@ REDICA Systems

PAI Inspections by Region,

percent
Rest of =
World
_ Europe and US & Canada
Asia are a much larger share of
Pacific the PAl inspections than
prior to COVID
Europe
US & Canada
2017 2018 2019 2020 2021 2022
FDA - Human Drugs only, data through 5/25/22 PROPRIETARY AND CONFIDENTIAL — PLEASE DO NOT CIRCULATE



Webinar Question 2

What do you think the 483
Issuance rate is on PAl
Inspections?

@ REDICA Systems

138 Responses

. More than 75%

_7E0
50-75% 259%
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Not much change in 483 issuance rate... but is that all to the story?

483 Issuance Rate for Human Drug Inspections

(percent)

1001

80 A

Percent
o
o
1

51.833088421 50.443419652

50.035360679

40 1

52.6548672!
49157054126

43.243243243

2017 2018

2019

@ REDICA Systems FDA - Human Drugs only, data through 5/25/22

2020 2021 2022
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... it is a more interesting picture when you separate the data by inspection reason!

483 Issuance Rate for Human Drug Inspections by Inspection Type

(percent)

PAl and For-Cause
100- inspections have very

similar outcomes!
82.92682921
80 A / 75/ For-Cause
P 73.3333333¢
- 19160104
69.948051118 — 71915510499 69.333333333 .70 Pre-Approval
58.7k744186 60.30534351 87096773
2 80
(O]
(8] .
s 47.987336047 47 45
o
. 3 Routine
20 A
0 T T T T 1
2017 2018 2019 2020 2021 2022
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PAI 483 issuance rate is up

~20% since 2017
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... and the trends hold across all regions

483 Issuance Rate by Inspection Type, by Region

(percent)
North America Europe Asia Pacific
100 1001 For-Cause 1009 For-Cause
For-Cause Pre-Approval
30 - 80 Pre-Approval 80 7
Pre-Approval //_//
. 60 - £ 60 - £ 60
e [ Q
Q o ©
o K% & i
& 40 T~ Routine 40 - 40 - Routine
20 20 - Routine 20 A
0 I I I I 1 0 I 1 1 I 1 0 I 1 I I 1
2017 2018 2019 2020 2021 2022 2017 2018 2019 2020 2021 2022 2017 2018 2019 2020 2021 2022

@ REDICA Systems FDA - Human Drugs only, data through 5/25/22 PROPRIETARY AND CONFIDENTIAL — PLEASE DO NOT CIRCULATE 13



Webinar Question 3

Do you have an upcoming
PDUFA date? If so, when?

@ REDICA Systems

138 Responses

Yes! In 2022
50724 63 Yes!In 2023

PROPRIETARY AND CONFIDENTIAL — PLEASE DO NOT CIRCULATE
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Bonus Question 1

Does my specific inspector matter?
(or maybe)

How big are the differences between inspectors?
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Many FDA inspectors could be your inspector, but how different could they be?

Unigue FDA Inspectors active in that given year,
count

Reduction in PAI volume
likely due to a reduction in
staffing...

Human Drugs and Biologics inspections(with HCT/P facilities removed)
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My stats professor always said to “be afraid of averages”

62 inspectors with 8+
PAls since 2017

count

100%
90-99%
80-89%

08060
70-79%
60-69%
50-59%
o 40-49%
30-39%

20-29%
10-19%
0-9%

483 issuance rate

@ REDICA Systems FDA - Human Drugs only, data through 5/25/22

Top PAl inspectors by 483 issuance range (2017-2022),

| 6

L 12

| 11

| 10
| 11
| 9
!
| 8

12
12
!
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Bonus Question 2

What are the top findings on PAl inspections?
(and)

Are the findings “garden variety” or potentially critical?
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How did we do it? We then enriched our data with proprietary ML models

483 Observation/ Warning Letter Deficiency Mapping to Quality Systems

Tagging and Scoring Models

DEPARTAENT OF REALTH AND HUMAN SERVICES
000 A0 DRUG ADNBASTRATION

Hevert Pharmaceuticals LLC USAMARCS-CMS 594842 — June

Product

Dugs

Recipent Issing Offce:
Recentame

g Elson R | CORR

spestion of your aclty They ar imspectional
5 1fyou have sn. "
0. or " " observation, you may discus the objction or
a withthe FD. subanit FDA atthe addeess above. IF you have aay

questions, please con

DA at the phooe number and address above.

DURING AN INSPECTION OF YOUR FIRM | OBSERVED:

Procedures designed to prevent microbiological contamination of drug products purporting fo be sterile
are not established.

For Example:

a) Operators were observed with goggles having (unprotected) holes in the top and bottom. Goggles used by

operators to protect against exposed skin while working in the grade {BYf#) areas during aseptic operations
les and

having unprotected. holes es a lack of defense against a source of particl
microorganisms shed from, the face

b) Operators reach above shoulder and head level to gather items stored on shelving within Filling Room B

P2 gowning. Operators were observed reaching
(observed 3/16/2020 Filling Line ""» to sanitize [BY#) doors after interventions. actions
which may generate particles bellowing from beneath gowning.

particles bellowing from bes

) Operators were observed sanitizi
operations without pausing for a spec

loves with sterile (B)J{#)] and then immediately conducting ascptic
fic amount of pre-determined contact time (observed 3/16 & 318

VIARNING LETTER

dune 11,2020
RE 894322

Dearls Spamul

Thsleteristo 2
. “Geemum conp,

aueicu (ead
Sttments o yous o

“Arica’

“string™: "\te)\tThe SIP requalification c ceptance cr the rat
compliant as the predefined acceptance cr not met
egory”: “secondary
ondary Citation”,
21 CFR 211.160(b)
v
alidation
ub_subtopic
full_topic”: "Laboratory / M validation /
"term™: "acceptance criteria
“source™: "n_grams
“score®: 100
f) was no proces ibed for the removal of smoke residues post
secondary™,
Secondary Citation”,
“regulation”: "21 CFR 211.113(b)
rile products / Smoke S
he smoke study video footage wou » better as single videos rather than hav
stion is recommended

econda

Secondary Citation”
ation”: "21 CF

Laboratory

ionale

Visual Output

FDA 483s

FDA Warning Letters

Human Drugs GMP, based on the
following regulatory frameworks
* 6 Quality Systems + Data Integrity

+21 CFR 211, EUDRALEX, HC CRC

Codes, ICH Q7

Annual Trend Report

AlTopics (14832)

Redica created proprietary ML models to parse observations/ deficiencies

and map them to Quality System categories
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How we did it: Redica Quality System Labels for Human Drug GMP

Quality Packaging & Facilities & Materials Laboratory Production Data Integrity
System Labeling Equipment
*Agency Notifi- *Drug product *Cleaning *Distribution *Method Validation *API *Process *Accurate
csagg;’ "’F'Fal fxrn Cr"ta'"ersEa"F’ . S:Eq‘ﬂl!{?mefgi 3 *Material Receipt -00s/ 00T *Batch Records g°“t'_‘°”“§l li «Attributable
, Field Alert, closures (Expiration acilities, Sterile ; £y o e ontinued Process
f:{ lls. Short defina 1, E) |p ) . ) and Handling «Stability (Stability «Clean Utilities Verificati (general, batch
ecalls, Shortages) ating, Labe «Design (Equipment,  (General, Methods. Stabilit . B o erliication records, lab records)
: inspection : : etnoas, S1ablity, «Cleaning validation s
¢ Audit (External, P ” Equipment Quarantine of Program) ificati *Process Validation «Backup and
Internal) Tamkper.-ewdent construction, rejected N— ofvers '?a '?n (Blending, Sterile) Archival
+CAPA packaging) Facilities, Lighting, components, Contamination «Product
ch B eLabel and Plumbing, Sewage Retesting approved *Testing (Calibration,  Control Eanianiindiion *Contemporaneous
. anae ontro - . - . - P . PR \ o SR - R‘Struction
’CO ) ) () () ) ) 5 R
lat
w Redica proprietary ML models to parse observations/ deficiencies and  riuation
*Re ° °
Re map them to Quality System categories Data
Ba' ecord
Co 5
prc Controls
clo o ° A
20,000+ rules and mappings library e
rec"—'" TR DN T ek [O |nves[| a[e, AT AT A . . ' Sh . Sahosan iy bateerialovidzn bt
cleaning and use Inadequagte hotoot IRetords ahd Management Responsibilities Contamination,
:ag' General,t cause) Reports *Process control ll\DAers‘?nr?el S
anagemen 3 . (Calculation of yield, ONIETNG;: SINOKE
notification, chal'f'id Ft’e:;‘»onnel Charge-in of Studies, Visual
Management E: OTS“ tan . components, Equip. Inspection)
Review, Master i identification,
production and Personnel, Training) Bepiaesssing! Tiis
control records) *Quality Unit limitations on >1 00 GMP
Inadequate (QU production) %
Missing) Categories

&

*Risk Management
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How we did it: >1,500 PAI Observations analyzed (from >400 FDA 483s)

483 Observation Mapping to Quality Systems

Primary Issue(s) Secondary Issue(s)

4

~!Prim ary Inferred Code(s) |- |secon dary Inferred Code(s) =

Content =

Quality System =
Deviations /
Investigations

Materials > Material Sampling and Testing |
Production > Sterile Products > Environmen tal
Monitoring| Quality System > CAPAS |
Production > Sterile Products > Microbiological
Contamination | Quality System > D eviations /
Investigations| Quality System > Records and
Reports > Batch Release| Laboratory> 00S/
0O0T| Laboratory > Stability > Stability Program |
Repeat Observation

21 CFR 211.192

21 CFR 211.84(a) | 21 CFR
211.42(c)(10)(iv) | 21 CFR 211.192|
21 GFR211.113(b)| 21 CFR 211.192|
21 CFR211.192| 21 CFR 211.113(b) |
21 CFR 211.42(c)(10)(iv) | 21 CFR
211.84(a)| 21 CFR211.192| 21 CFR
211.192| 21 CFR211.113(b)| 21 CFR

SAMPLE DOWNLOADABLE

OUTPUT

211.42(c)(1 0)(iv)

OBSERVATION 1
Thereis a failure to thorou ghly review any unexplained discrepancy whether or not the
batch has been already distributed.

Specifically,

A.Investigations into rejections of the raw material(b)(4)~due to microbial
contamination with Acinetobacter species, Klebsiella species, and Pseudomonas
species have notbeen thorough toidentify root causes and implement preventive
actions to preventtherecurrence of microbial rejections ofraw materials and finished
drug products.

14-CAPA-005 was initiated 08/15/2014 and documented(b)(4)~~had been rejected for
Acinetobacter species once in 2010, twice in 2012, four timesin 2013, and six times in

Production > Sterile Products > Environmen tal
Monitoring| Laboratory > Testing » Routine
Testing | Datalntegrity > Original Data| Quality
System > Deviations / Investigations | Quality
System > Records and Reports > Procedures |
Materials > Material Sampling and Testing

4

Quality System
Labels

Quality System >
Deviations /
Investigations

@ REDICA Systems

21 CFR 211.192

21 CFR 211.42(c)(10)(iv) | 21 CFR
211.165(a) | 21 CFR 211.194(a)| 21
CFR 211.192| 21 CFR211.100(b)| 21
CFR 211.194(a)| 21 CFR 211.100(b) |
21 CFR211.192| 21 CFR 211.84(a)

Inferred CFR

codes from
Observation text

OBSERVATION 2

Investigations of an unexplained discrepancy did not extend to other batches ofthe
same drug product and other drug products that may have been associated with the
specific failure or discrepancy.

Specifically,

A.Nystatin Oral Solution lots LTU1110 (3/29/2019), UV1026 (2/11/2020), UV1176

A e eAAAAY

Retyped
Observation text

PROPRIETARY AND CONFIDENTIAL — PLEASE DO NOT CIRCULATE
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PRELIMINARY

Sample: the top 6 issues account for ~¥41% of the Observational findings

Redica Human Drug GMP Labels on PAI Inspections (~400 483s analyzed),
Observation Count, %

== Cumulative %
- Count of Obs

3004

37.5%
33.2%

1004

Issue 3 Issue 4 Issue 5

Quality System
> Deviations /
Investigations

@ REDICA Systems

Quality System
> Quality Unit
Inadequate

t*

Laboratory >
General
Requirements
> Laboratory
Controls

FDA - Human Drugs only, data through 5/25/22

Issue 6

100.0%

~ 100

90

70

50

30

10

Next 5 Issues  Next 10 Issues Next 20 Issues

the Issues
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e Quality Unit is responsible tor the review and PRELIMINARY

approval of all SOPs and ensuring the appropriate

Quality Unit Inadequatel?l? SOPs are in place. If there are bad SOP or do not

exist, the Quality Unit is not doing its job.” Jerry

Chapman Q\
)

Top 10 Global Sponsor

CD d OBSERVATION 3
2. There are no written procedures for production and process
controls designed to assure that the drug products have the The responsibilities and procedures applicable to the quality
identity, strength, quality, and purity they purport or are control unit are not in writing and fully followed.
represented to posses....
Specifically, your quality unit failed to draft and/or adequately

J implement standard operating procedures related to quality

assurance, controlled issuance of production and control records
Top 10 Global Sponsor/ Q\ and other GMP forms, qualification and approval of contract
Generics Firm | suppliers and service providers, and good documentation practices.

(D OBSERVATION 1 "

The responsibilities and procedures applicable to the quality control

unit are not fully followed. —/

Specifically,

Top 5 CMO D

Your Quality Unit (QU) failed to fulfill its duties and responsibilities as CD

outlined in SOP xxxxxxxx, Site Quality Unit Charter, as it did not provide OBSERVATION 3

adequate oversight and assurance that all operations, procedures, and There are no written procedures to link the process by which

systems were in conformance with appropriate regu|ations and escalated deviations can initiate prOdUCt recall or Biological

standards. Product Deviation Reporting if discovered after release of lots. ...

J

—/
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PRELIMINARY

Ill

But we decided to take it further — we overlaid additional “scoring” and categories

- Failures in this area could lead to system breakdowns,
Potentlally negating the checks and balances that should be in place,
Critical Issues possibly leading to fundamental differences with the product/

Quality Packaging & Facilities & Materials Laboratory Production Data Integrity processes that were regIStered (EX TeStmg into Comp“ance'
System Labeling Equipment Laboratory Controls, Quality Unit Inadequate ...)
+Agency Notifi- +Drug product +Cleaning +Distribution *Method Validation  +API *Process +Accurate
rgsgg- T:kaifxl"n 0:’"‘3'"”(5;“ i ::Eq,u“:’me”s'é i +Material Receipt +00s/ 00T +Batch Records :‘;‘"":F""“: ; «Attributable
. Field Alert, | closures (Expiration  Facilies, Sterile; and Handling W " ontinued Process (general, batch
; ; . y (Stabilty  +Clean Utilities By .
Rec?lls, Shortages) datmg(\_abel +Design (Equipment, (Genera!, Methods, Stability “Cloaring vaiiidtion Verification . records, lab records)
~Audit (External, inspection, Equipment Quarantine of Program) 1Ng,ve *Process Validation  .gackup and
Internal) Tamper-evident construction, rejected oriverification) (Blending, Sterile) Archival
.CAPA packaging) Facilities, Lighting,  components, +Systems Controls .contamination +Product
+Label and Plumbing, Sewage  Retesting approved  Testing (Calibration,  Control i e +Contemporaneous
+Change Control Packaging and refuse, Sterile, containers) Review and +High Eocordiand +Data Destruction . .
: 1 *Records an,
~Complaint Controls Sterile fiers, “Matorial Sampling  APPIOV Routine patancyaliergenic  "RoCordS -Data Manipulation . The results, consequences, or actions resulting from cultural
*Line CI Washing and feilet  and Testing sting, Soecel “Nonsterile - +Legible POte ntia I C u It ura I H “ ” “
+Rocords and S ialiociion facities (General, o sl N b sl i attitudes of “get lots out the door” and/or “we have always
Reports (APQR, Representati Contamination, +Sterile Products . . ’ ”
Batch Release, .peviations / (Equipment, sample, Identity ~ *Reagents and Gniformity of (Container +Paper Record Issues done it this way so we don’t need to follow these new rules
Component, drug Investigations Facilities, Sterile) Testing) Standards Dosage) Incubation, Controls
product container, (inadequate - didnot  +Alarm Management _ -Material Storage _ *Records and ipasiciintzan Environmental +System Controls or “do what s/he does, follow the advice of a long-time
:
4 Not performed - failed i 2 i i i “ i
recorde, Equipment oo sPestiCaHiFSi “Retain Samples  *Sample ~Personnel Fills, Microbiclogical |~ COMPliance operator who knows what s/he is doing” (ex Failure to
cleaning and use Inadequate - teiet  sRecondsund ibiliti Cor Ny H ini
e Gonral, s e wprocess contral  Persomal Investigate, CAPAs, Training ... )
anagement i (Calculation of yield, ~ Monitoring, Smoke
notification, -%:}anllsf‘;i:n}:i:onnel Charge-in of Studies, Visual
Mar\_agemen( o taEton components, Equip. Inspection)
Review, Master ey identification,

production and Reprocessing, Time

control records) +Quality Unit limitations on >100 GMP
Inadequate (QU production) =
( @ Missing) Categories

+Risk Management

There should be systems in place to detect possible safety
Potential Product issues with product before it goes out the door. But if those
Safety Issues systems are not working properly or issues come up that
systems are not in place to detect, | looked at each for possible
impact to the safety of the product. (ex Sewage and refuse,
pest control, microbiological or other product
contamination...)

@ REDICA Systems PROPRIETARY AND CONFIDENTIAL — PLEASE DO NOT CIRCULATE 24



Sample: Potentially critical issues

Potentially Critical Issues - Redica Human Drug GMP Labels,
Observation Count, %

== Cumulative %
- Count of Obs

100.0%

3509
3004
2501
56.3%
2007 49.5%
42.3%
150+ . 105
1004
67
51 48
N .__-_-
0
Quality System | Laboratory > Production Facilities and
> Quality Unit General > Process Equipment >
Inadequate Requirements Validation Design > Sterile
> Laboratory Inadequate
Controls or Missing
@ REDICA Systems FDA - Human Drugs only, data through 5/25/22

The Rest of
the Issues

100
90
80
70
60
50
40
30
20
10

PRELIMINARY

o

Top 5 CMO

2. Laboratory controls are inadequate to ensure quality
of(b)(4)drug substance

. ©

Top 10 Sponsor

The establishment of laboratory control mechanisms including
any changes thereto, are not drafted by the appropriate
organizational unit and reviewed and approved by the quality

\

Top 10 CMO

1. Laboratory controls used to release (b)(4) drug substance do
not include scientifically sound and appropriate test
procedures that assure conformance to appropriate standards
of quality and purity.

p

\D OBSERVATION 1
control unit.

\_/

(D

\_/

Led to GMP focused CRL

OBSERVATION 6

Laboratory controls do not include the establishment of
scientifically sound and appropriate specifications and test
procedures designed to assure that drug products conform to
appropriate standards of identity, strength, quality and purity.




PRELIMINARY

How prevalent are these “potentially critical” issues?
Potentially Critical Issues - Redica Human Drug GMP Labels, Potentially Critical Issues - Redica Human Drug GMP Labels,
% of Observations % of Inspections

100% = ~1,500 Observations 100% = ~430 Inspections

Other Observations _

Potentially Critical Issues

Other Observations

Potentially Critical Issues

Potentially critical issues, like your CMO being cited with “Quality Unit
Inadequate”, might be lurking on your next PAI...

@ REDICA Systems FDA - Human Drugs only, data through 5/25/22 PROPRIETARY AND CONFIDENTIAL — PLEASE DO NOT CIRCULATE 26



Conclusions

* The FDA has ramped PAl inspections back to pre COVID levels for North America and
Europe, but Asia is lagging way behind. There is likely a huge backlog.

* You are way more likely to get a 483 on a PAIl than you think
v/ PAlinspections receive 483s at a rate ~2x that of Routine inspections and almost at the
same rate of For-Cause Inspections
v/ PAI 483s are on therise in all regions

* You specific FDA Investigator matters! How often they issue 483s and what they cite is
heavily influenced by background and temperament — there is no “one size fits all”

* The top items cited on PAl inspections often include “the basics” of Quality Unit
responsibility, Investigations, and Laboratory Controls (... and that’s before we get into the

Sterile environment!)

* Top Sponsors and CMOs are not immune to potentially critical issues — do your research!
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... and now a quick Redica
Commercial ...
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Redica Systems: Our platform

Daily Feed

Profiles and Reports

Workflows

o

lo-
@-
p ® Ticket 53/ Questions and Answers Regarding the End of the Compliance and Enforcement Policy for Certain Human Cells, Tissues, or Cellular or Tissue
Home Dashboard —
ol e aens p—— s ‘Add Comment.
f @ - TR R k. Gl Questions and Answers Regarding the End of the
4 Compliance and Enforcement Policy for Certain Human
= Views 7 l 184 . 154 o0 012 635% 93 49214 240, Cels, Tissues, or Cellular or Tissue ..
- Sort By - pors .. »
o] MyFeed(78) Al Bookmarked . Ry .
pre— »
View Al Stegs o B D G G G G () ) e (G5 (RS
0] suge
: spolight Quesions andAnswes Rl g § Gudce Sy Load Dl 18,2021 A 8
o Redica comments D (2% Caln) Sooss () (Glkimsimany Top 5 cited regulations 483 Observations  Warning letter deficiencies. 8wl ) T GRS
fol CONTENT CATEGORY : s sowee e . e 5
Questions and Answers Regarding the End of the Compliance and Enforcement Policy for Certain Human Cells, Tissues, or Cellular or Tissue Us-FDA CFR Crair E) - x
B Applications & Approvals -
‘This Q&A contains 15 questions and answers regarding irgiond e o Important Dates
v/ Audit -
Redica comments. US04 CFRGratior o ol L2 = Tickst panad.- Michaehdo 2. 2021 186205
Inspections & Enforcement LS X
[ Bookmark @ Add to Highlight o Rt Homen Gels, Tsue, o Cluar o Tisue.
News & Announcements Outice Reference Systems.
w10 Grc s
Other Authoritative Source News - News & Announcemens - System Load Dace:ul 12,2021 “ kY — i ——
Publications Aaduional Notes
(A (W WhGinl (il HommOngs  Sobges | USA | Nrssmines
Reports & Papers Sites (30)  Inspections (222)  Enforcement Actions (154)  Documents (184)  Observations / Deficiencies (437)  Regulatory Citations (229)
Issuance Date: Jul 12, 2021 b
Rules, Regs & Guidance
8 Ensuring the Rigor of Regulatory Science: CDER Conducts Laboratory and Clinical Studies to Investigate Reports of NDMA Production ...

Thousands of

sources

Intelligence Layer &

CHANGE
MONITORING

DE-DUPE TRANSFORMATION  TRANSLATION

TAGGING SCORING

World Health

m Organization
'thl )‘ I

EUROPEAN MEDICINES AGENCY

MHRA

Regudatng Medicines and Medea Devces.

MEE

Vd .
AT swissmedic

9
KFDA.*

SO

Cofepris[ 55

@ REDICA Systems
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Redica Systems : How we work with Life Sciences

S XX KX

Inspection
Preparation

Investigator profiles
Inspection outcomes
mapped to quality system
Inspection types

Industry Trends mapped to
GxP quality system

Peer benchmarks

@ REDICA Systems

Vendor
Quality

Site and Organization
profiles with full inspection
history

Monitoring and alerts for
inspections and
enforcement

Vendor benchmarking

SSKX

Regulatory
Monitoring

Global GxP coverage
Unique labeling

Simple dashboard
Integrated workflows for
triage and impact
assessments
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Redica Reports, Visualizations and Automation

FDA Inspector Profiles srandi Garbut. € I
Consumer Safety Officer @ @

1 % 717-541-9924 %18 @ Brandi Garbutt@fda.hhs.gov A
.

Investigator information, including CV’s in some e ( \
profiles Total Inspections Dacuments on Patiorm . Enforcement Actions i mporalens Warning letters issuea Warning Letcer ssuance 483 ssues 483 issuance rate
g 420 36 a 243 o0 o3 0.7 % 129 30.7 %

2. View at a glance key details to quickly understand the

Coun ecte
Unknevm 333 Cosmetics 347 Unit America 00
Gert 4
aMp &7 Focd am: 4
3. Scan the inspection outcome through Inspection @ s Medalerces /
Activity for last 3 years @ 5 . 483 Observations Warning letter deficiency
] Top 5 cited categories —_—
,; = i (Human Drugs | GMP)
* Records And Records And Documents Records And Design Material Controls
— " % . D Documents 0% =
joncon i oduct

Investigator's inspection history and outcomes. et @ s pec

Patterns to easily understand outcomes

Controls

4. Quick view of the types of Scope, Industry, and

36 days 4.36 days 33 days Device History Complaint Files Design
Record Verificatior
. ) ) Receiving, In-Proces nist 30%
Countries inspected by the Investigator i Acceptance Mainained
5. Spot year over year Investigator trends based on the
Top 5 cited regulations 0
past three years source Type Code # [ T I
JS - FDA CFR Citation 21 CFR118.70 98 ki r——— -~ S
6. A breakdown of the top five cited categories of Us DA CFR Ciation 211184 % rna
US-FDA CFR Citation 21 CFR123.6 8
observations based on the six quality systems
US-FDA CFR Citation 21 CFR110.35 13
7. Compare the Investigator vs others in the FDA in Human - S EREERE

Drugs/GMP built from the 483 observations in the six

quality systems to spot trends

The details...

Redica has complete with compete inspectional and enforcement
history and benchmarks to industry averages for all FDA inspectors
going back to the year 2000

8. View Top 5 cited regulations given, including the count

and short descriptions
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Redica

Site & Org Profiles

1. Site information, including address and Site Registry ID’s

2. Family Trees provides visibility on parent and sister
companies, great to keep up with mergers and acquisitions

. At a glance key details of each Site for a quick risk assessment

4. Quickly add Sites to your Groups to run reports and be
notified of activity

5. Be in the know of how the Site is registered with the FDA
through Site Tags

6. View the inspection interval days to be prepared to expect a
visit from the FDA

7. Top 5 cited regulations given, including count and a short
descriptions

8. Compare the Site vs others in the FDA in Human Drugs/GMP built
from the 483 observations in the six quality systems

9. See the count of the available data in each tab and click to drill

@ REDICA Systems
own on the specifics

Meridian Medical Technologies, Inc. dba Meridian Medical Tec [St. Louis / United States of
America] @ /D% Pfizer Inc family tree @

1945 Craig Rd, St. Louis, MO 631? Bftzesdoc fan
s © - D
SiteRegistrylDs  Inspections ey Eiforcaiehy mport alerts Wartingletes WEBE R B3 sstie 483 Issuance réte
FEL 1950222 Us
e » 36 » 38 00 1 35% 20 69.0 %

S\teTags@ Mecical Devices  Label  Pacaging  laboratory  Manufactwrer  SterlleFaliy  FDFMandfacurer  Sterle  Medical Devices: Manufacturer  CombingonProduct  Labeling  AnalyicalTestng U
@ Top 5 cited regulations @
Source

483 Observations

4444

Average inspection interval in days
(Human Drugs | GMP)

79 374

Type Code #
® e US - FDA CFR Citation 21 CFR820.30
2 899
237 899 US - FDA CFR Citation 21 CFRR211.113
Ao Daym e US - FDA CFR Citation 21 CFR211.100 oo
servati
US - FDA CFR Citation 21 CFR211.1%2
US - FDA CFR Citation 21 CFR211.22
Inspections (37) Enforcement Actions (38) Documents (36) Observations / Deficiencies (127) Regulatory Citations (78)
Download ~
Source = Start & = End = Duration(Days) & = Organization v = Site | = Industries J = Scope & = Type v = Reason + = Outcome Vv = Site = Associa ted ¥ = Citations v = Documen t v =
Date Date Tags Events
| | US-FDA Dec 9, 2019 Dec21,2019  13days Me MEDICAL DEVICES GM [ EDICAL DEVICES: CAUSE 2: MEDICALDEVICES ~ LABEL  PACKAGING 1
T More Mors = . Mo LABORATORY
s of
The detail
e detalls...

Redica has >250,000 Site profiles with compete inspectional and enforcement
history and benchmarks to industry averages. Redica can send email alerts
when the Site is inspected or receives an Enforcement Action



Redica Reports and Automation

Example 483 Observation Report —> Primary Issue = Packaging and Labeling

Filtered by ~ May 1, 2016-May 1,2022 | Human Dr

| GMP | | Form483 | Primary Filters 1

Observations / Deficiencies (163)

Download ~

Inspections & = Source T Type & = Date + & Site & = Model & = Primary & = Secondary T Content =
Date Issued Issue(s) Issue(s)

Jan 13,2022 - jan 22, 2022 US-FDA 483 Observation Jan 22, 2022 ABRYL LABORATOR

Human Drugs | GMP 21 CFR211.94 © OBSERVATION 3

10 days) PRIVATE LIMITED [Dera Bassi / Packaging and Labeling > Drug Drug product containers and closures were
ndia]

Containers and Closures not clean and sterilized and processed to...
VILLAGE See More
BHAGWANPUR, TEHSIL DERA
BASSI,DISTRICT SHAIBZADA §
AJIT SINGH NAGAR, MOHALI Observation Content
PUNJAB, 140507, IND
Nov 9, 2021 - Jan 20, 2022 US - FDA 483 Observation Jan 20, 2022 American Chinese Medicine Human Drugs | GMP 21 CFR211.130 © OBSERVATION 5
(73 days) Association, Inc [Aurora / Packaging and Labeling > Label and Strict control is not exercised over labeling issued for use in drug product labeling operations.
E nited States of Americal Packaging Controls Specifically, a reconciliation of labels for a packaged lot is not performed.
2432 McKenzie Ct, Aurora, IL
60503, USA

Dec 3, 2021 - Dec 13, 2021 Us-FDA 483 Observation Dec 13, 2021 BLA Enterprises, LLC, dba Human Drugs | GMP 21 CFR 211.125(a) ® S~ — SERVATION 5 - -
(11 days) Green Mountain Packaging and Labeling > Label and =~ — Strict control is nolaxereis &3 over abeling
i Pharmaceu s [Lakewood / Packaging Controls > Label Issuance jed f?'ﬁe in drug product labeli...
nited State merica) Mor -
12860 W Cedar Dr #201, -
Lakewood, CO 80228, USA
Nov 8, 2021 - Nov 12, 2021 US - FDA 483 Observation A Division of The Human Drugs | GMP 21 CFR 211.130(e) ® BSERVATION 5
5 days Co Inc [Camarillo Packaging and Labeling > Line Results of inspection of packaging and
f America] Clearance labeling facilities are not documented in th...
Camacilla_CA See M

See More

[ ]
.- The details...

Procedures describing in sufficient detail the

controls employed for the issuance o...

Redica maps 483 observations to standard quality system

categories — taking the guess work out of 483 trends! .



Redica Reports, Visualizations and Automation

/ United States of America]

f America)

an Hill / United 5t3

of America]

Organization “family trees”

Hi

ospira Austraia Pty L

[Mulgrave / Au

]

ra, Ltd. [Bajos de Haina / Dominican Republic]

Hospira Costa Rica Ltda [Heredia / Costa R

merica)

Hospira, Inc [Pleasant Prairie / United States of Amer

States of Amer

pira Bouider, Inc. [Bouider / L

Hospira Worldwide, LL

a. Hospira, a Pfizer-owne:

Compan [Pleas: of America)

nited States of America]

PFIZER over / United States of Ameri

Anacor Pharmaceuticals (1) © Hospira, Inc. [Rocky Mo

ed (Visakhapatnam / India]

GenTrac, Inc(2) © Haspira Healthcare I vate L
Pharmada & Upjohn (7) © ra Healthcare India Pvt. Ltd. [- / India]
Meridian Medical Technologies (15) © ospira, Inc. US Service Center [San jose / United States nerica)
Z er Hospira (43) @ ra Zagreb D.0.0. [B roatia]
Pfizer (66) © HOSPIRA, INC. [Lake Forest / United States of America)
Wyeth (33)© Hospira Sedation Inc [- / United States of America)

Alpharma Pharmaceuticals (10) @

Austr

Hospira Adelaide Pty Ltd. [Theba:

ra Workdwide, Inc [Farmers Branch / United States of America)

G.D. Searle, LLC(2) © Hosp

Hospira Heaithcare India Pvt.

King Pharmaceuticals (2) @

ra Australia Pty Ltd. [

/ United States of America]

ra Zagreb d.0.0. [S

Hospira Inc. [Lake Forest / United St
Hospira Healthcare India Pvt. Ltd. [Aurangabad / india]

Hospira Heal rkland / Canada}

es of America

Hospira Healthcare India Pv. Ltd. [Visakhapatnam / India)
Hospira Healthcare India Pvt. Ltd. [Sriperumbudur / India]
Hospira Australia Pty Ltd. [Mulgrave / Austraiia]

H ra Healthcare |t vt (Auran ad / India)
Hospira Austraiia Pty Ltd. [Mulgrave / Austraiia]

HOSPIRA INCORPORATION [Rocky Mount

spira Zagreb Ltd. [Savski Marof / Croatia)

L] HOSPIRA UK UMITED -/ United Kingdom of Great Br
e e al s LI HOSPIRA INC [Vernon / United States of America)

HOSPIRA INCORPORATED [McPherson / Ui

rthern Ireland]

ted States of America]

HOSPIRA UK LIMITED [Hurley / United Kingdom of Great Britain and Northern Ireland]

Redica created proprietary organization trees
of the top Pharma and MedTech companies
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of America)

[McPherson / United States of Ames
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Thank you!

Keep Iin touch on Twitter
(@redicasystems) and subscribe to
our blog or book a demo on
redica.com

<

REDICA

Systems




