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Operator
Protection:
Proven in
Practice

In response to growing market
demands from pharmaceutical
companies, Harro Hofliger designed
a containment concept for their
capsule filling machines.

The Containment concept of the Modu-C MS
provides reliable technology for operator and
environment protection.

his containment concept offers the hig-
hest process stability and a validated saf-
ety level up to the OEL value of 0.1 pg/m?®
during production. In order to achieve this
low OEL level, the development focused on consis-
tently minimizing powder dust. In addition, particular
attention was paid to interface optimization (e.g.
empty capsule feed). A simple cleaning concept
complements these measures.
Since gravimetric checks are prone to errors,
Harro Hofliger offers a containment solution
with an integrated 100% capacitive mass
control for the drum dosing station in its
Modu-C MS (Mid Speed). During pro-
duction, the measured capacitive
value is compared online with the

scale value in order to meet the customers’ ac-
curacy requirements.

For simple cleaning during product changes, Har-
ro Hofliger prefers dry cleaning. The benefits: No
bacterial growth caused by moisture, no disposal
costs for contaminated water, and reduced incrusta-
tion, facilitating the removal of powder particles from
the machine surface.

In addition, Harro H6fliger combines capsule
filler, de-duster, metal detector and sampling in
one compact system. Due to the standardi-
zed machine concepts of the capsule filling
machines, all benefits mentioned can

also be transferred to the Modu-C LS

(Low Speed) and the even more effi-

cient Modu-C HS (High Speed). m

Occupational Exposure Bands (OEB)
are defined on the basis of
Occupational Exposure Limits
(OEL).
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Helmar Lunig, Tom Philippi
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Fast route to
point of action

For the production of their fast-acting nasal applications, M et P Pharma AG has been
relying on Harro Hofliger as their competent partner — from developing the device and the
pilot machine for filling and sealing, all the way to high-speed production.

he corporate slogan “The Nasal Company” puts it

I in a nutshell: M et P Pharma is a specialist for nasal
applications. The Swiss Company concentrates on the
intranasal administration of molecules that are effective in the

brain — neurotransmitters and hormones, for example — are
administered by means of thixotropic oil formulations. The
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fascinating part is that the nasal and olfactory mucosa, blood
capillaries and nerve pathways are the small back doors
through which these active ingredients can pass directly into
the brain, past the powerful blood-brain barrier.

The nasal applicator is as innovative as the concept - a
mono-dose container made from polyethylene with a convex
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“For challenging tasks such
as the manufacture of
a completely new application
device, it takes a system
manufacturer like Harro Hofliger
who develops the necessary
processes with a creative
approach.”

Udo Mattern,
CEO at MetP Pharma AG,
Emmetten (CH)

liquid reservoir and twist-off pin closure. “For the administrati-
on of centrally acting molecules it is imperative to use a perfect
combination of active ingredient, formulation and applicator,”
explains CEO Udo Mattern. “Our container guarantees a simp-
le and accurately dosed application.” Harro Hoéfliger has been
involved in its development from the very beginning. After all,
it was necessary to find tailor-made processes for handling,
bubble-free filling and sealing of these brand-new devices.

A milestone on the route to commercial production was the
semi-automatic pilot line, which M et P has been using for cli-

Parts infeed

per minute into the line.

Each of the four vibratory bowls con-
veys up to 150 top and bottom parts

Alignment

A robot places about 110 correctly
positioned parts per minute into
the workpiece receptacles using
suction grippers.

nical trial drugs and test samples since 2012. The practical
experiences gathered with this line were directly integrated into
the design of the high-speed machine that Harro Hofliger de-
veloped in parallel, with an upscale factor of 1:10.

Product conservation, reproducibility and tight ultrasonic
welding of the injection molded parts proved a particular chal-
lenge. Ultimately, the solution resulted in the optimization of
the device design. Instead of the original “butterfly” shape with
a hinge, two separate plastic halves are now used, which are
joined in four welding stations at lightning speed. The wavelike

HARRO Edition 4

Helmar Liinig, Raff Digital, MetP Pharma AG

Pick and place

By means of a linear pick and place
unit, eight correctly oriented bottom
parts each are inserted into special

workpiece carriers.

BEST PRACTICE

IPC removal

An integrated process control
ensures that all applicators meet the
highest quality demands.

Ultrasonic welding

Liquid filling

The gel dosing station
fills four bottom parts
with the thixotropic oil
formulation.

contour of the welded edge reinforces this precise and homo-
genous connection of the top and bottom part. Furthermore, a
small separating strip around the cavity of the bottom part pre-
vents leakage of the oil formulation and protects against par-
ticles — in addition to dust extraction during the sealing process.

In the fall of 2016, M et P put the fully automatic line into
operation. It is an oval motion machine in an eight-lane ver-
sion with an output of 200 devices at 25 cycles per minute.
From two vibratory bowls each, both the bottom parts with the
bulbous molding and pin, as well as the flat top parts are fed
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Four ultrasonic welding stations
ensure the 100 percent tight and
secure joining of the applicator
parts.

Completion

A transfer unit with four suction
grippers places the flat top parts
onto the filled bottom parts.

to the line as bulk material on a belt conveyor. A camera de-
tects the position of the parts. Only correctly positioned halves
advance to the suction grippers, which deposit eight bottom
parts each into workpiece carriers. A rotary piston pump with
a four-way dosing head alternately fills four bottom parts each
with active ingredient containing oil. This is followed by the
transfer of the upper parts and the servo-driven welding. In ad-
dition to the tightly focused camera inspection, an in-process
control with fail part ejection ensures the perfect quality of the
applicators. m
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Even more

diverse

Additions to the portfolio of the Excellence United partners:
Besides Harro Hofliger’s Modu-C HS, capsule manufacturers
can now also benefit from the FEC40 by Fette Compacting.

ince first being patented in 1846,

the two-part hard capsule has had a

stellar career. Among the most com-
mon dosage administration forms, it now
ranks second after the tablet and demand
is growing steadily. For filling of capsules
with medication, especially with inhalants,
Harro Hoéfliger has continuously expan-
ded its machine program for more than 30
years. Today, the Modu-C, with three out-

put levels, low-speed, mid-speed and high-
speed, enables capsule production with a
multitude of fill materials and combinations.
In addition to technologies for research and
development, Harro Hofliger also offers
customized solutions, special applications,
and all components for complete turnkey
systems in the high-tech market.

Last year, the product portfolio of the
Excellence United partners was expan-

“The FEC40 is
a good example
for the positive
impulses that

Excellence United can

contribute towards

product development

in the future.”

‘JL.
Olaf J. Miiller,
CEO LMT Group
Division President Fette Compacting

Fette Compacting
FEC40

LMT GmbH & Co. KG, Helmar Liinig, Tom Philippi

“Our customers
benefit from our
collaboration: The
FECA40 is proof of the
synergies in all areas

and the performance

capability of our
alliance.”

Thomas Weller,
CEO Harro Héfliger

ded once more. With their new capsule
filling machine for large volumes, Fette
Compacting, the market leader for tablet
presses, now covers the high-capacity
pharmaceutical market and the booming
dietary supplement sector. The FEC40
fills up to 400,000 capsules per hour with
powder or pellets.

During their collaboration in the de-
velopment stage, Harro Hofliger and Fet-
te Compacting agreed that, beginning
with the FEC40, Fette Compacting would
position themselves in the market for
standard applications whereas Harro Hof-
liger would continue to offer solutions for

About Fette Compacting

INNOVATION

special applications involving extraordi-
nary engineering skills.

The partnership constitutes a solid
basis. When developing the core techno-
logies such as powder and pellet dosing,
Fette Compacting was able to benefit
from Harro Hofliger’s transfer of knowled-
ge. Furthermore, the close cooperation
among the Excellence United partners
ensures the compatibility of individual
components. For example, Harro Hofli-
ger’s weighing machine Accura-C can be
seamlessly integrated into the producti-
on line to complement an efficient high-
speed capsule production. m

ETTE A member of )
COMPACTING Excellence United

be efficient

Fette Compacting is the world's leading provider of integrated solutions for
industrial tablet production. Since 2016, the product portfolio offered by the
technological and global market leader has been supplemented to include
highly-efficient capsule filling machines. The company specializes in high-
performance machines for the pharmaceutical industry. Its range of products and
services comprises tablet presses and capsule filling machines, tools and proces-
sing equipment, as well as maintenance, training and consultation services.

Harro Hofliger
Modu-C Family

Output

High-performance sector,
400,000 capsules/h

+From Lab to Production”
8,000 up to 200,000 capsules/h
Special applications
Customized solutions

Main markets

Pharmaceutical market, dietary
supplement sector

Pharmaceutical market including
inhalation

Fill material

Powder, pellets

Powder, pellets, tablets, micro tablets,
liquids and combinations thereof

Dosing method

Tamping pin, pellet station

Tamping pin, pellet station,
drum filler, dosator, liquid station

Cleaning / Changeover

Dosing stations are completely
interchangeable; tamping pin
station is removed by means of
disassembly support without
drives

Flexible change trolley with up to
4 filling units

Operator protection

HARRO Edition 4

HARRO Edition 4

Containment, dry cleaning

Mrlodu-—C i is
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Reliability
creates trust

Customized machines are the core business of Harro Hoéfliger. Our customers not only
expect us to come up with elaborate technical solutions, but also with seamless project
implementation and ongoing transparent overview of the project. Professional project

management provides the basis. How exactly this is handled within the company, and what

Why is project management so
important for Harro Hofliger?

Our orders are technically very de-
manding and time frames are usually
tight. Therefore, it is necessary that
everything is structured and transpa-
rent. Consequently, at Harro Hofliger
project management means that all
individuals responsible for a project
work together in a team. To this end,
across all divisions, we clearly define
responsibilities and tasks within the
project. This enables project teams
to work efficiently without compro-
mising our most precious asset, the
creativity of our emplo-
yees. Professional pro-
ject management is
a solid pillar for us,
because it assures
the reliability of
process opera-
tions and thus the
high quality of our
products. This is
what our custo-
mers rely on.

Giinter Ziarnetzki,
Head of Project
Management

specifics need to be considered is explained by individuals responsible for the respective area.

What are the responsibilities of a project manager?

First and foremost, | am the direct contact for my
customers. Additional core tasks include project
planning, conducting design reviews, managing
project processes and regular reporting. During the
planning phase | prepare a schedule defining the
sequence of required work activities which | coordi-
nate internally and also with the customer.
| clarify open points, answer questions on require-
ment specifications and make sure that the order
is clearly defined for all parties involved. That way
everyone gets the information they need. When a
project is close to the Factory Acceptance Test
(FAT), it is my job to perfectly plan the forthcoming
customer visit so that customer acceptance and
dispatch can proceed according to schedule.

'é

Caroline Mildenberger, Project Manager Sales

Why are there two project managers for every project?

We rely on a well-coordinated dual leadership. As “technical project
manager” | concentrate primarily on the technical implementation and
achievement of the technical project objectives whereas the “sales
project managers” keep an overview of the “big picture”. They plan,
control and initiate corrective measures if something gets “out of con-
trol”. Moreover, they are in constant contact with the customer. This
creates transparency, both internally and externally, and forms the
basis for a trusting customer relationship. Naturally, | am also always
at the customer’s disposal for technical questions.

Thomas Joos, Technical Project Manager Design

HARRO Edition 4

Tom Philippi

How is the quality of project management processes ensured?

For the past year or so, Harro Hofliger has been offering project managers an
extensive qualification program. The certified project manager training is carried
out in accordance with the guidelines of the German Society for Project Manage-
ment (GPM, Deutsche Gesellschaft fir Projektmanagement) and the International
Project Management Association (IPMA). Building on experiences gathered, after
completion of a project | always invite everybody involved to a so-called Lessons
Learned Meeting. In this review, we reflect on the entire project in order to iden-
tify strengths and weaknesses from an organizational and technical point of view.
These findings provide a perfect source of information for my colleagues for future
projects. Our goal is to avoid the same mistakes in new projects. Although

mistakes are “permitted”, they are not to be repeated.

Markus Hanle, Project Manager Sales

HARRO Edition 4

Why are there special
project managers for foreign
customers?

\ Many customers speak Eng-
p“ lish well, however, discus-
sing questions in their mother
tongue is still a major advantage.
Cultural differences — for example
differences in etiquette — and
people’s mentality are also to be
considered. | myself am Chinese
and therefore responsible for our
customers from China. | know what
conduct is expected of me, how |
have to react to difficulties and how
| can avoid misunderstandings in
advance. The same applies to my
colleagues whose mother tongue is
Russian or Arabic. Through correct and
clear communication, we avoid diffi-
culties and save time. In addition, this
creates a very special relationship of
trust with our customer.

Yuan Su, Project Manager Sales

How do customers respond to the
international project management at
Harro Hoéfliger?

“When Chinese companies undertake in-
vestments with German suppliers, they
expect language barriers and different
ways of thinking. Harro Héfliger,
however, convinced us otherwise.
During initial meetings, we were quickly
assured that language would not be

a stumbling block for the project. We
have worked very well together with
Ms. Su and with a focused approach.
She is Chinese, speaks our language
and knows our ways of thinking. This
has had a very positive effect on the
course of the project. If | had questions,
she could quickly provide answers or
clarify issues. | had the feeling of being
understood, and this is important for
the safe implementation of the project
and for me personally.”

Dabing Hu, Production Manager,
Respirent Pharmaceuticals

Dabing Hu and Yuan Su after the successful
machine acceptance at Harro Hofliger.

QUALITY
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Fill quantity control
with an X-ray vision

When filling highly potent powders for inhalation purposes, tiny amounts of

active substances have to be dosed with precision. Harro H6fliger, always meticulous,
is now also using X-ray technology for verifying the quantity of powder filled in

blister strips. The use of the X-ray module enables 100 percent verification of the
dosed mass - fully automatic, in-line and in a closed container.

ormally, the verification of powder filled blisters is
N done by means of destructive random sampling: An

aluminum strip is removed from the process and
opened in a separate test unit. If the net weight of the weighed
dry powder deviates from the defined set value, the dosing pro-
cess must be re-adjusted and the random test repeated after-
wards. This may result in production losses and delayed batch
releases.

When such OOS incidents (Out Of Specification) happen,
short reaction times are crucial for pharmacists. Harro Hofliger
therefore now offers an integrated X-ray module for continuous
quality control in their blister machines with membrane filling
technology. An X-ray beam penetrates the sealed powder cavity
and strikes a flat panel detector, converting the intensity distri-
bution into a digital image with a range of gray-scale gradations.
Light and dark colors correlate with the respective amount of
radiation energy absorbed by powder and aluminum film.

If the absorption rate of the empty blister strip and the pow-
der mass are known in the reference pattern, the software sets

the gray value in relation to it. That way the system can be cali-
brated. For every new product with a different composition, the
correlation value of fill quantity and gray value is determined
and the system calibrated again. The powder mass is verified
by Harro Hoéfliger’s IPC-checkweigher for blister strips. After
programming the new coordinates, a fill quantity control with
automatic trend control for the complete batch duration is pos-
sible. At the same time, seamless data recording facilitates a
smooth batch release.

The system reliably verifies fill quantities down to 5 milli-
grams and without changing machine speed. On the model
SSP2 blister machine for small series, 60 to 80 cavities per
cycle are inspected, at up to 15 cycles per minute. The minimal
radiation intensity has no impact on the active pharmaceutical
ingredient or the operator’s health. The new X-ray technology
will not only be used in future blister machines, but existing ma-
chines can also be retrofitted. Another plus: The system detects
damage to the aluminum blister and detects foreign particles in
the powder cavities. m

Helmar Liinig

INNOVATION

Compact and safe
integration of the
X-ray module in
the Blister Machine
SSP2. Convenient
operator control via
the HMI operator
panel.

. ‘

X-ray - This is how it works

Whether used for luggage control or at the doctor's
office: X-ray images are practically a part of everyday life.
Inspections and screenings benefit from the fact that the
absorption of X-rays passing through matter varies. More
or less attenuated, they then strike an X-ray film or a
modern detection system, which converts the informati-
on into a digital image. The gray scales reflect the degree
of absorption. Thus, our radiolucent muscles appear
almost black, and the robust bones white. In addition to
material density, attenuation also depends on the atomic
number in the periodic table: Due to their higher number
of electrons (aluminum: 13, iron: 26), metals absorb less
radiation energy than organic substances (carbon: 6).

A measure of attenuation is the gray-scale value. The
higher it is the more rays are registered by the detector.
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The fight  °.
against antibiotic
resistance
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With Sorbact®, ABIGO Medical provides a unique wound dressing that prevents
and treats infections, fighting the global threat of antibiotic resistance. Now ABIGO gears
up further, with significant investments in their production facility.

Leif Smith founded ABIGO Medical AB, with a focus on

delivering innovative methods of infection control and to
reduce the use of antibiotics. ABIGO is a company with a sub-
stantial international presence and a continuing strong growth.
Its products are sold in 70 countries, with a current turnover of
about 30 million euros. The company’s workforce consists of
more than 130 employees.

“Sorbact® is one of ABIGO’s key products and offers fanta-
stic opportunities, particularly in view of the global challenges
of infections and antimicrobial resistance,” Jan G. Smith, ow-
ner and CEO at ABIGO Medical explains. Sorbact® is a wound
dressing that prevents infections and helps to reduce the need
of antibiotics, hence lessening the risk of spreading multi-
resistant bacteria. Excellent results in international studies com-

In 1989, the brothers and entrepreneurs Jan G. Smith and

About
ABIGO Medical

Founded: In 1989 by brothers and entrepreneurs
Jan G. and Leif Smith

Products: Non-prescription, prescription drugs, food
for medical purposes and medical products
Headquarter: Gothenburg, Sweden

Production: Askersund, Sweden

Annual turnover: 30 million euros

Global representation: 70 countries
Number of employees: 130

The founders and
owners of ABIGO
Medical, Jan G.
Smith (left) and
Leif Smith (right).

bined with many years of clinical experience, has led to a sharp
increase in the use of Sorbact®.

In order to meet the strong demand, ABIGO has invested
3 million euros in an expansion of the production facility, now
5,000 sgm and inaugurated in November 2016. The strong and
continuous growth requires close partnership in all aspects of
the product process. Harro Hofliger is a close companion to
ABIGO for the production of the Sorbact® dressing. “Together
we have grown over the past few years and we have estab-
lished a lot of trust,” says Hartmut Thier, leader of the Harro
Hofliger web converting team.

ABIGO'’s Plant & Production Director Fredrik Stenb&cker
affirms the good cooperation between the companies: “At
ABIGO we promote a down-to-earth corporate culture without
the hectic frenzy of continuously focusing on quarterly perfor-
mance. We believe that people are buying from people. That’s
why we highly appreciate that cooperation with the Harro H6f-
liger team always take place on a professional and pleasant
basis. And we feel outstanding loyalty.”
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This is a close collaboration that pays off for both sides. The
first web converting machine type PMK in 2010 was followed
by a second line in 2012. The third machine for the Askersund
site, near Gothenburg, has already been ordered.

“The PMK’s modular machine concept offers perfect prere-
quisites for a flexible and optimized sequence of core proces-
ses such as coating, sealing, cutting, punching and packaging,”
Fredrik Stenbacker explains. Format changeovers or machine
options with different numbers of components can be easily
implemented due to the PMK’s modular design. According to
Jan and Leif Smith, the fight against infections and antibiotic
resistance is of utmost importance. It is an incredibly large area
and there are a multitude of applications for the innovations
owned by ABIGO. “We have barely scratched the surface,” Leif
Smith says. m
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Rapid changeover to other product variants is
possible due to the modular design of the PMK.

Visit us:

CPhl
Tokyo, Japan
19.04. -21.04.2017

ICE USA
Orlando, USA
25.04.-27.04.2017

Interpack
Dusseldorf, Germany
04.05.-10.05.2017

Biotechnica
Hannover, Germany
16.05.-18.05.2017

FCE
Sao Paulo, Brasil
23.05.-25.05.2017

ExpoPack Mexico
Guadalajara, Mexico
13.06.-15.06.2017

Interphex
Tokyo, Japan
28.06. - 30.06.2017

ERS
Milano, Italy
09.09.-13.09.2017

IranPharma
Teheran, Iran
12.09. -14.09.2017

Inhalation ASIA
Hongkong, China
13.09. - 15.09.2017

PackExpo/Healthcare
Packaging Expo

Las Vegas, USA
25.09.-27.09.2017

Powtech
Nuremberg, Germany
26.09.-28.09.2017

Maghreb Pharma
Algiers, Algeria
03.10.-05.10.2017

CPhl/P-Mec Europe
Frankfurt, Germany
24.10.-26.10.2017
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Check out our new

internet presence:
www.hoefliger.com

Better availability
Our new website has been programmed in responsive design, and
is therefore optimized for display on all common devices.

Information at your fingertips
User-friendly navigation allows you to access all information
without detours. Should you have questions, you will find the right
contact person immediately.

More "HARRO" now online

Now you can also browse the online edition of our customer

magazine. You can easily share interesting content with your
network.

» www.harro-magazine.com

Harro A member of
HDﬂlgEf Harro Hofliger Verpackungsmaschinen GmbH — www.hoefliger.com Excellence United





