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Prefilled Syringe Seminar 2024 Tokyo Program with summary.
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Conference Team : “Combination products for tomorrow”
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Purpose:

Combination products contribute to the advancement of healthcare and the technologies
to develop, manufacture, quality assure, apply for approval, transport and deliver such
products are also evolving on a daily basis.

This year's seminar will feature lectures from experts from Japan and abroad on the
technologies involved in providing combination products. It also aims to provide information
for tomorrow's healthcare by highlighting the peripheral technologies that will affect

combination products in the future.
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Program
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Sep. 10, 2024, on Tuesday

9:30-9:40 FARDHVE D Foa— (HA PDA 852 Kl BEr)
Opening Speech  Mr. Eiji Watanabe (PDA Japan)
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Session A Product Development (Formulation Design)
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Moderator : Mr. Hiroaki Suzuki (Vetter Pharma)
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A-1 Comprehensive countermeasures to reduce proteinaceous visible particles (VP) in liquid



monoclonal antibody products
A 0 A KT (hAh )
Lecturer: Mr. Hitoshi Sasaki (CHUGAI PHARMACEUTICAL)

RS ¢ BT/ 7 0 — FAYUREEI R O AR EE R RR T (VP) IZEE R SERETH
5, 2V N7HPEVP 3E/ 70 —FAfifRllf cREMEINTE 2, T 512 VP D
YR ZGEZETAR TS 2 ATREME A D 5, Lo L7t o, BIfiIY /Id 3R 7 Icii@ I
Wb [T MH I N2 ABEREYZRED kb v ZHfFLTED,. VP OIEY
RIEAD Tld v, KiETlE, VP AERA =X LICHE I 7 T —Fic kb, g, &
E7ae R FHEMKICX 2 VP IEKICHN T 2 Wi a2 @il 3 %, VP IBEICRKIZT
Ao xH~—188 OMERMEE TL 74NN ) v TOZERA LITROFEICHET 3 K
DR %2R,

Summary : Visible particle (VP) in liquid monoclonal antibody products is a critical quality
attribute. Proteinaceous VP has been detected in monoclonal antibody products for many
years. The risk of VP formation could be increased in engineered antibodies. However,
Health authorities expect to be "free from particles" stated in Pharmacopoeias and
justification for VP is not so easy. In this lecture, we will explain comprehensive
countermeasures against VP formation by formulation, manufacturing process, and control
strategy though VP formation mechanism-based approach. Recent findings about the impact
of Poloxamer 188 material attributes and air-less stoppering in pre-filled syringe on VP

formation will be highlighted.

10:20-10:50 JE/~{KEE
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A-2  Autoinjectors, Obesity, and Cardiometabolic Diseases: Development of Human Soft
Tissue Simulation and Physical Test Models to Study Autoinjector Activation Performance
HHEHE Vv s VU TUMETRIAFIL AT 4HN)

Lecturer : Dr. G Eric Linvill (SHL Medical)
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Summary: A softer injection site — an anthropometric property found in obese or
cardiometabolic disease patients — presents distinct viscoelastic properties that can lead to
greater autoinjector activation forces not captured in standardized activation testing
methodologies.

Here, we report the results of a series of soft tissue user (in-vivo), simulation (in-silico), and
physical test (in-vitro) studies to provide a mechanistic view of the interactions between the
autoinjector and human soft tissue during injection activation. By developing clinically
relevant test models that consider the mechanical properties of adipose tissue, our work
provides a deeper understanding of key considerations in the design and development of

autoinjectors for patients with obesity or cardiometabolic diseases.
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Session B: Educational Lectures: Case studies of new medical device development
R HN EZETR (-7 7 R)

Moderator : Ms. Michiyo Morikawa(CM Plus)
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B-1 Development of novel cardiovascular surgical patch - New options for surgical
operation for congenital heart diseases -

AR K BORER (RFEA)

Lecturer : Mr. Kentaro Fujinaga(Teijin)
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Summary: A new cardiovascular repair patch used in the surgical treatment of congenital
heart disease, developed by Osaka Medical and Pharmaceutical University, Fukui Tateami
Co., Ltd., and the Teijin Limited, received manufacturing and sales approval in Japan in July
2023 and was covered by public insurance in March 2024.

This product is a flexible sheet made by covering and integrating a specially constructed
warp knitted fabric consisting of bio-absorbable and non-absorbable yarns with a cross-linked
gelatin membrane. This product was developed with the aim of reducing the risk of
reoperation for patients with congenital heart disease.

In this presentation, Lecturer would like to introduce the three-party joint development efforts,
such as setting the required specifications for this product based on medical needs and
incorporating them into the product design, as well as touch on the actual industry-

government-academia collaboration.

12:10-13:10 BE+ER
Lunch & Exhibition
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Session C: Human Factors Engineering
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Moderator : Mr.Tomohiko Tsurumaru (Solventum)

13:10-13:50 C-1 A— P vy x—BFbbta—~vwvIvy=T7Y) v
C-1  Human engineering in autoinjectors
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Lecturer : Mr. Nemoto Hajime(zenius)  Dr. Takeshi AKIYAMA( SIGMAXYZ)
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Summary: Injections, particularly self-administration, can be a significant burden for
patients. Recent developments in auto-injectors have made human factors studies, aimed
at reducing the load on patients during injections, a critical component of the development
process. This report introduces methods of user engineering that can be implemented
domestically, referencing the case of Hazelmeier GmbH.

The case study in this report sought to identify potential causes of user errors and handling
issues through user tests, questionnaires, and interviews, as well as to assess patient
preferences.

In conclusion, given the current application of JIS T 62366-1 for medical device usability
requirements in Japan, establishing a domestic implementation system while considering

international examples is highly beneficial.
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C-2 Connecting Usability and Meaningfulness: Enhancing Device Development to Best
Serve the End User
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Lecturer : Ms. Amanda Tilles, Mr. Paul Erik Fabricius (Phillips Medisize)
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Summary: Regulatory Agencies expect to see a complete Usability Engineering file,
demonstrating safe and effective use, as part of the device submission. However, a product
that is Usable (safe and effective to use), isn’t necessarily Meaningful (connected to the
user’s lifestyle and way of working).

In this talk, we will explore the difference between what is Usable and what is Meaningful, by



explaining how Human Factors Engineering and Design work in overlapping areas towards
different objectives, using different mental models, to produce different deliverables. But we’ll
also show how users are best served when Human Factors Engineers and Designers

collaborate to create a product that is both Usable and Meaningful.

14:30-15:00  EoRiRE
Exhibition break
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Session D: Components of Combination Products
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Moderator : Mr. Paolo Golfetto (Stevanato Group)
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D-1 Defining Attributes for Optimum Performance of Prefilled Syringe Systems
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Lecturer : Ms. Ashwini Bhisikar (Datwyler)
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Summary: Prefilled syringes (PFS) are effective drug-delivery systems that are patient-

friendly and conserve drug product. Though these systems offer clear advantages as a



drug delivery platform, their use as combination products offer additional regulatory
challenges. The integration of technology to ensure compliance with regulatory standards

and to maintain quality control is a critical trend in combination product development.

This presentations aims to capture the essence of defining attributes that contribute to the

optimal performance of combination products.

The presentation addresses:

. The technology trends in the combination products

. Implementation of EU GMP Annex | in manufacturing of the elastomeric
components to match up to these technology trends.

. Design optimization for optimum machinability for assembly of the Cartridges &
Prefilled Syringe Systems.

. Presentation of case studies on the compatibility of siliconized as well as non-
siliconized elastomeric components with respect to ideal force profiles of Break Loose &

Glide Force with Cartridges & Prefilled Syringe Systems.
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D-2 : Development of a pre-fillable syringe for biologics application with focus on the auto-
injector use
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lecturer : Dr. Cristina Schitco (SCHOTT Pharma)
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Summary: The development of a combination product platform consisting of an auto-injector
and pre-fillable syringe is complex. There are several requirements which needs to be fulfilled,
for instance: pharmaceutical (e.g., drug compatibility), user needs (e.g., ease of use, comfort),
processability (e.g., fill & finish, assembly).

This lecture walks you through the development journey of a pre-fillable syringe for biologic
application. The production process explains how the important steps are tailored towards
fulfilling the biological drug compatibility requirements. Detailed insights are given on the
tungsten content reduction bellow the detection limit, particulate control, glue residuals
minimization, and silicon layer consistency.

The second part of the presentation explains the necessary developments steps and the

resulting pre-fillable syringe features to assure auto-injector or safety device compatibility.
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D-3 : How a CDMO can support Pharma Partners in Primary Packaging components
selection:
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Lecturer : Ms. Vincenza Piront (Recipharm)
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Summary : When it comes to choosing primary packaging, collaborating with a
knowledgeable partner is key to crafting the right strategy. This collaboration aids in
addressing vital aspects, including the identification of essential quality attributes for
accuracy in drug delivery, such as ensuring device compatibility, preserving drug product
stability, precise dosing, safety, and adherence to regulations. Along the manufacturing
optimization and scale up, one of open points can be the selection between bulk cartridges
or Ready-to-Use (RTU) options, specially when there is the need to deliver the drug or in a
pen or in on body delivery system. This step has significant implications for the quality of the
product and the safety of the patient. The process of selecting one process or the other
canbe studied through a theoretical modelling to anticipate practical scenarios and define
the affordability of narrow variances in certain critical aspects such the plunger positioning
and the drug product delivered. By employing predictive model, the development of efficient
and reliable manufacturing process can be achieved avoiding the wastage of high valuable
Drug Substance and at the same time increasing the confidence to obtain practical trials

right at first time .
This session will cover some of the key aspects a CDMO can support pharma partners in
anticipating how the selection of primary components configuration and manufacturing

process can help in defining:

-Affordability of desired Target Product profile (TPP) when development need to evolve to

commercialization

-Joint definition of Critical Quality attributes for cartridges assembled into a pen device

-Plunger positioning and deliverable volume accuracy comparing bulk and RTU cartridges

-Mathematical prediction versus empirical testing: cartridges parameters affecting the final

quality of the product.
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Session E: Regulatory Trends for Combination Products
E-12 B « %% R (RH3E)

E-1,2Moderator : Mr.Kenta Goto (Takeda Pharmaceutical Company Ltd.)
E-3 FER - MEHE— (EErEREE)

E-3Moderator : Mr. Shuichi Hatano (Shionogi & Co., Ltd.)

9:00-9:40 E-1PDA TR73-2 7L 7 4 A F¥ U v icifs % EU EREEERALE o #
PDATR 73-2 Application of EU Medical Device Regulation to Prefilled Syringes.
HEE A= wAFFR (AT ANF—F T —7)

Lecturer: Mr. Daniel Martinez (Stevanato Group)
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Summary :

*An addendum to PDA Technical Report No. 73: Prefilled Syringe User Requirements for
Biotechnology Applications

*Facilitate obtaining a Notified Body Opinion (NBOp)

*Process based on a new EU regulatory medical device requirements (MDR)

*Applies to prefilled syringes of glass and polymer

*Evidence of Conformity of the Device Part of the Prefilled Syringe

*Supportive Documents Suggested to Address Relevant GSPRs

9:40-10:20  E-2: {HHHARIBIC BT 2 7V XA~ R - Y F] & BIHIBREL



E-2 Digital Health for injectable treatments — success stories — and regulatory environment
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Lecturer: Mr. Orfeo Niedermann(Ypsomed)
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Summary:Digital health solutions have great potential to support patients using injectable
treatments in a personalized way, empowering their selfcare journey. However, for digital
health solutions to be economical, the drugs, devices, apps and data analytics need to be
connected in a fully integrated ecosystem. This provides benefits to all stakeholders of the
healthcare system. Only then patients can profit from better therapy outcome and quality of
life, health care professionals can perform evidence-based care, pharma can increase
adherence rates and facilitate research and development, market access and commercial
success, payors can reduce total cost of care and policy can ensure safe and effective
treatments.

The presentation explains the concept of digital health for injectable products, provides
examples of success stories and presents how the regulatory environment becomes more
open to support combination products of the future, as recently the first ever regulatory

clearance of a drug-software combination product was issued.

10:20-10:50 JE/~{REH
Exhibition break
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Global regulatory policy landscape for combination products impacting pre-filled syringes and
advanced injection devices( (Pre-recorded Lecture)
HEE  AVR AN A(RIFVVYTVRETFvAFV I VAN )

Lecturer: Mr. Sujith Kallur(Becton Dickinson and Company)
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Summary: This talk will discuss the role combination products play in advancing patient care
with special focus on the device constituent part. We will explore the complex combination
product landscape where the device constituent platforms interact with drugs and biologics
and how the different regulatory frameworks for drugs, biologics and devices leads to
complexity in market authorization and maintenance of regulatory registration. We will dive
further into the emerging US and EU regulatory policies and consider if the emerging policies
and regulations are keeping up with the pace of the advanced injection device development.
We will also discuss global regulatory policies in China, Japan, and Korea and if global

regulations will converge. The topics will be explored via case studies, as appropriate.
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Session F: Sustainability
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Moderator: Mr. Shuichi Hatano (Shionogi & Co., Ltd.)
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Improving Integration of Sustainable design principles into combination product development
W Fr—V— TAa—v, B RS Gy 7Yy ravarry)

Lecturer: Mr. Charlie Dean, Mr. Takuya Matsui(Cambridge Consultants)
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Summary : It is estimated that 80% of product environmental impact is determined in the
design phase. As such, an early and innovative approach is needed to achieve cost effective,
technically feasible and commercially successful results. This talk uses a conceptual body
worn injector to illustrate a methodical framework for sustainable combination product
development. Leveraging tools like Life Cycle Assessment and designing for a circular
economy to ensure that the efforts are well targeted and yield the intended beneficial
outcomes.

12:10-13:10 Bf & ER
Lunch & Exhibition
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Session G: Manufacturing environment management, in-process inspection
GlEBRE:vYVFyT A==l (JzyX—=T717)
G-1Moderator : Ms. Brigitte Reutter-Haerle (Vetter Pharma)
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G-2,3Moderator : Mr.Shiuhei Mieda (Daiichi Sankyo Co.Ltd.)
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G-1 Contamination Control Strategy — A holistic approach to achieve microbial “no growth”
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Lecturer: Dr. Helen Sauter (Vetter Pharma)
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Summary : One of the most important requirements of the new EU GMP Annex 1 is the
implementation of an effective contamination control strategy (CCS) to ensure the

manufacturing of products of the highest quality and without microbiological contamination.

This presentation shows how the requirements of EU GMP Annex 1 were applied to
Vetter's processes and what strategy was developed. The implemented CCS describes and
comprises a variety of preventive measures and control means that accompany the
essential process steps of the pharmaceutical aseptic production process. The presentation
emphasizes the importance of quality by design, especially for aseptic filling machines, in
order to achieve a successful aseptic process, with no growth of microorganisms in Grade

A and zero contaminated units during media fill.

13:50-14:30 G-2 HEWEIEYE 2> 58172 DIP (Difficult-to-Inspect Parenterals) %!
&l & CCI (Container Closed Integrity) ER~DHEW LT 70 —F

G-2 Practical Approaches within Automated Visual Inspection to manage Difficult-to-Inspect
Parenterals (DIP) and meet Container Closed Integrity (CCIl) Requirements

WEE TR B vTravisouY-)

Lecturer : Dr. Takaya Uno(Syntegon Technlogy)

AR 0 PFS (Pre-filled Syringe) #F[1%, N4 7ABIHF] - 7 v T B L B b | [EBE
WBAIC B T AT R FELEL LW LA RYDBAD Y X7 Z#J5 2 LA TE S A
Uy FAAONT VS, 2ORDMNREFNIELIRL TEHY . ZhictEvAESMBIRYIR
BHIC L o> THE L WK~ WG MIE L 7 5T b, —JF . EUGMP AnnexI (2022) @
FmicfE s, CCI (Container Closure Integrity) MREE~DNIGERK D 2 T35, HEW:
BIEVREROH AL, T OBIHIE SR ~D I LTI DT, W& L7z,

Summary: PFS (Pre-filled Syringe) products are known to have an advantage of avoiding
the risk of contamination by foreign substances, as the dispensing process does not need
to be performed at medical institutions, unlike it is with vials and ampoules. Therefore, the
application of PFS and the demand for the automatic inspection of DIP has been increasing
in recent years. Additionally, with the revision of the EU GMP Annex | (2022), the
requirement of CCI testing has gained more importance. This report will be presented on
the realistic approach to these regulatory requirements from the perspective of Automated

Visual Inspection Machine.



14:30-15:10 G-3 ZhFEMARV XV X v+ 287 n v ZAEE~DT 7T u—F
G-3 Approach to developing an efficient redundant filtration process

A fEH OR— (A7)

Lecturer : Mr. Taichi Hanada (Merck)

FEEE v ) YR I N ERLELEICE O TRKE A EIRE 7 0 2 R 3 IEF ICEE
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T7at ADWREEZIT I DICOTHENT %,

In the manufacture of pharmaceuticals filled in syringes, the final filtration sterilization
process is extremely important. Research and development are actively being conducted in
pursuit of robustness and efficiency. In this process, Integrity testing of the filter is considered
necessary both before and after filtration. Furthermore, as the risk measures for post-filtration
integrity failure, redundant filtration has been implemented. However, due to the complexity
of constructing a redundant filtration process, careful deliberation is required. Especially,
inappropriate filter selection and sizing can lead to increased adsorption and hold-up,
resulting in a decrease in the recovery rate of the formulation. In this presentation, the process
development of redundant filtration will be focused and introduce how to conduct the small-

scale study, scale-up and construct the process.

15:10-15:40 R
Exhibition break

tyvay Hi BEORIET FeT7 7 v X

Session H: Session H: Patient Medication Adherence
KRR & (Yvevrr—=)

Moderator : Ms. Yu Kishi (Janssen Pharmaceutical K.K.)

15:40-16:20 H-1 BEOMRI:ET Fe 7 7 v 2@ EE2EY &L HEiconT
Trends in Improving Patient drug adherence.
HHE R BFR (AR Y - TavFryy)



Lecturer: Dr. Hideyasu Fujiwara ( Nippon Becton Dickinson)

FEME - EEktit etz cnd T, EEEBREERIEELATEDO -2 TH Y,
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WG] & RN T 2 FRETT,

Summary: Since Japan has been entering super aging society, promoting Home medical
care is one of the critical and important issues, and Ministry of Health, Labor and Welfare
actively deals with this issue.

In this seminar, we focus on improving patient active participation in treatment (adherence),
which is one of the challenges in home medical care. We introduce topics related to
improving adherence regarding subcutaneous injections, which are often used in home
medical care.

Particularly, we focus more on improving adherence from various perspectives, such as (1)
drug usability/usability (self-administration devices, wearable devices, auxiliary devices,
etc.), (2) drug availability/accessibility, (3) needle pain, and (4) others with showing some of

the above reports or cases.

tyvaviiavet—va YR ORKHTE (FHTEREGEH)

Session [: Clinical Development of Combination Products (Pre-recorded Lecture)
R R B (vrvev 7y —=)

Moderator : Ms. Yu Kishi (Janssen Pharmaceutical K.K.)

16:20-17:00 I-1  PFS, sr#UMERRRER, % L CEFREMHRE O LK
PFS, decentralized clinical trials, and the future of drug development
HHE  TAEL— XY (FA T4 V)

Lecturer: Mr. Timothy Pang (Citeline/Evaluate Pharma)

S - B REER (DCT) 13, COVID-19 @8y F 3 v 7ciEH I W, S HT
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PFS (3. &4 CREH» Offiff 2 ik CERE~OR G ARETH b | EEMHFK DT co DCT
DERHZIRET 2DDTH L7720, MWT VYV Ay b ==X REBEREPEIN TS &
WZET,

Summary : Decentralized clinical trials (DCTs) moved to the forefront of pharma companies’
plans during the COVID-19 pandemic, and today remain at the center of trial planning and
execution. However, DCTs require utilization of multiple tools and systems, including
methods of drug dosing that are convenient and safe.

Pharma companies are thus searching for effective solutions to enable DCTs, including the
use of PFS that allow patients to dose themselves in a quick, convenient, and safe manner.
Pharma companies need to advance DCTs and ensure their broad adoption, but this can
only be achieved by using technologies such as PFS that do not require the presence of a
healthcare professional.

There remain high unmet needs and significant opportunities for PFS to be used to both dose
patients in a safe, fast, and convenient manner, and to drive the adoption of DCTs across the

drug development space.

17:00-18:00 vy > a v J: XA T 4 AAh Yy a Vv
Session J: Panel discussion

HATE RN 3 2 1% & X UG Em

Panel discussion (answers to pre-questions and discussions)

JER © BT (HA PDA 8L 42

Moderator: Mr. Eiji Watanabe (PDA Japan)

18:00 PA=

Closing
PASHREE « JE5E— (HA PDA #dE4y)
Speaker: Mr. Eiji Watanabe (PDA Japan)



