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Letter from the Editors

Digitalization in the chemicals: How to succeed the digital transformation

Hardly any other topic dominates the current disourse in the chemical industry like digitalization.
The digital transformation is in full swing. Production facilities are becoming more intelligent,
processes are shifting from analog to digital, algorithms creating valuable insights and new, digi-
tally enabled business models are evolving. However, the goal is not a digital transformation per se
but rather a business transformation: harnessing digital capabilities to transform traditional prod-
ucts and services into reimagined value propositions in the digital era. In oder to achieve future
success, all companies in the chemical industry and related sectors need to embark on a digital
transformation journey. The present issue of the Journal of Business Chemistry sheds light on the
topics mentioned with a commentary and three contributions in the practitioner’s section.

What’s the role of chemical distributors in the course of digitalization? In his commentary “Digi-
talization, chemical distribution and the chemical value chain” Till Knorr shares his thoughts on
what chemical distribution could look like in the future. Although digitalization could make some
tasks from chemical distributors obsolete, there is no digital substitute for the physical delivery in
sight. Marketplaces will prove to be central orchestrators and consequently play a dominant role in
value creation processes.

In the digital economy marketplaces and online shops are key channels to market products and
services. Chemical companies already set up their own digital platforms. However, commercial buy-
ers of chemicals were still missing a website or a tool in order to compare the offer from different
suppliers at one central place. In the article “The digitalization of marketing and sales in the chem-
ical B2B sector” Rune Koehn presents a case study of a startup that developed the first metasearch
engine for chemicals.

Companies face intense pressure to keep themselves at the leading edge of how to utilize data for
long-term financial and digital success by applying advanced and complex technologies such as
artificial intelligence. Effective technological solutions require a well-structured approach. Robert
Jenke describes in his article “Successful data applications: a cross-industry approach for concep-
tual planning” the CRISP-DM model as an established framework to guide projects regarding data
usage in the process industry.

The biologization of traditional industries such as chemicals, pharmaceuticals and life sciences has
become an ongoing trend. The article “Quantitative biology - a perspective for the life sciences’
way into the future” by Holger Wallmeier gives a broad overview about quantitative biology and its
implications for scientific and industrial research. Quantitative biology is best described as the
combination of biology, statistics and mathematics, and it relies on special expertise. Data scientists
will have a key function in future research but require further understanding in the fields of the ori-
gin of the data.

Please enjoy reading the second issue of the fifteenth volume of the Journal of Business Chemistry.

We are grateful for the support of all authors and reviewers for this new issue. If you have any com-
ments or suggestions, please do not hesitate to contact us at contact@businesschemistry.org.

Thomas Kopel Bernd Winters
(Executive Editor) (Executive Editor)
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Commentary
Digitalization, chemical distribution and the
chemical value chain

Till Knorr*

*  Till Knorr, EXPACON GmbH, Am Wildwechsel 6 A, 82031 Griinwald, Germany,
tknorr@expacon.com

DOI: 10.17879/38129710787; URN: urn:nbn:de:hbz:6-38129712134

Do you still remember ChemConnect, CheMatch, modern world all of that requires chemicals. Hence,
cc-chemplorer and the like? More than 15 years after whatever digitalization is going to change —chem-
these companies set out to disrupt the chemical icals as building blocks or as ingredients that

improve performance, safety and durability of things
of our physical world are going to last. And there-
by its producers as well as processing companies.

value chain, the topic is back. While most of the
then startups have failed (Elemica being the nota-

ble exception), today’s efforts might fare different- But what about distributors?

ly. In this article we focus on distributors who link Digitalization will definitely change all process-

producers and (usually) small customers. However, es (and businesses) which deal with information.

some of our thoughts affect the complete value Whatever can be digitized, surely will. For the mar-

chain. ket side of the chemical value chain this translates
We start setting the scene for digitalization, into direct communication between chemicals pro-

cessing enterprises (customers) and producers.
Whenever a customer’s tank or warehouse space
runs empty, in a completely digitized world this
(already existing) piece of information could direct-

then step back a little to discuss some common
misconceptions on the role of a distributor, follo-
wed by ideas on properly managing the relations-

hip principal/producer vs. distributor. Finally, we ly feed the production (and marketing) plan of the
come back to digitalization by discussing electro- producer, cutting out all the intermediaries, i.e. the
nic marketplaces and their impact on the chemi- chemical distributor. This idea probably resonates
cal value chain. well with many a business head who regards dis-

tributors as a necessary evil with no other purpose
than pocketing the rightful margin of the produc-

1 Digitalization in chemicals — getting er.
rid of distributors for tail-end customers However, if we take a closer look at the value
and unknown territories? chain AND at the wishes of the customers, there is
more to a distributor than just passing through
When talking about digitalization, disruption information. Firstly, the distributor not only acts as
is all the rage. Disruption of business models, dis- demand bundler in the above sense towards the
ruption of value chains, disruption of everything producer, rather it bundles the demand for various
that has to do with customers. So, with all major chemicals/supplies towards the customer. Accord-
chemical producers talking about digitalization ingly,a customer is not interested in getting chem-
projects in the range of two- or three-digit millions, icals from several producers (meaning several deliv-
disruption of the chemical value chain is already eries at its warehouse), if he can get them bundled
underway. But what will be affected and —focus of in one delivery from one distributor. Secondly, the
our thoughts — is that the end of chemical distri- distributor takes care of the physical delivery of the
bution? chemicals, if required including repackaging in unit
First let’s start with the good news for all the sizes smaller than the producer offers. Thirdly, with
companies that produce, distribute or process chem- some specialties, the distributor acts as technical
icals. We will continue to live in houses, eat what- “first level support”, freeing time of technical sales
ever we like (or what an influencer promotes), dress staff of the principal. And fourthly, a distributor can
up and use interfaces with the digital world. In our and should act as a trend scout and service provider
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(e.g.customs clearance) in markets too small for a
producer/principal to serve. This latter function
makes sense, if the distributor is already present
in a certain market the principal wants to enter.

In afirst and quick assessment, the market scout
function and the technical “first level support” could
indeed fall victim to digitalization:

= Market scout to artificial intelligence which-
systematically collects all data on a certain
market and then comes up with predictions
on which sectors will grow at what speed and
with which demand of certain machinery,chem-
icals, financing etc. However, this kind of infor-
mation will then be available to ALL interest-
ed buyers and no longer confined to a one-to-
one distributor/principal relationship.

= “First level support” to artificial intelligence
and/or augmented reality. In case of problems
with the use/application of a chemical, there
might be solutions coming up with no human
staff involved. E.g.an artificial intelligence inter-
face with search options for solutions of the
problem within a huge database of reported
problems. Or, if machinery or the like is involved,
augmented reality might guide through the
problem-solving process.

For the two other roles of a distributor in the
value chain there is no digital replacement in sight
- the bundling of products for the customer and
its physical delivery. That’s the good news. The bad
news is, there are different players operating in
these areas which might qualify as the future win-
ners, hence have to be watched: chemical distrib-
utors, (chemical) logistics companies,amazon/Aliba-
ba or similarly powerful internet giants.

We do not reckon incumbent chemical compa-
nies as serious competitors in this arena,due to the
customer need of bundled deliveries (often more
than one supplier) and physical delivery. While the
information flow from customers to producers/prin-
cipals will work seamlessly, the complexity of man-
aging all the product needs in addition to one’s
own products is going to kill any business case.
Especially since the logistics requirements usually
differ in size and volume, asking for infrastructure
investment at the wrong (tail) end of the customer
base.

If a business head of a producer still thinks the
chemical distributor a redundant money-grubber,
a different understanding of the business model
might help. But that’s topic of our next section.

Journal of Business Chemistry 2018, 15 (2)
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2 Chemical producers and chemical
distributors — often a story of many
misunderstandings

Over the last decades we've seen distinct devel-
opments on both the producers’ as well distribu-
tors’side. Whereas distributors are increasing geo-
graphic spread (consolidation) and application tech-
nology know-how, producers are focusing on core
businesses while divesting others. These trends are
leading to distributors covering ever larger geo-
graphical areas and producers concentrating on a
limited range of products/applications with (in
total) smaller sales teams. Those two developments
should generate various opportunities for mutu-
ally beneficial collaboration. However, it is surpris-
ing to see how often little knowledge about the
other side exists and how many prejudices still pre-
vail. One minor reason might be a hazy position-
ing as commodities/specialties/full line distribu-
tor. Already difficult for producers, a distinct focus
on commodities, specialties or both is extremely
hard to achieve for distributors. (Due to the almost
endless variety of chemicals and their applications
sold to almost all industries.)

Nevertheless, distributors can work towards a
better recognition at producers. Usually, producers
see distributors as THE channel to serve small- to
midsized customers. Whereas this view is clearly
understandable, it is a little surprise that often the
physical realisation of the distribution is not rec-
ognized. In contrast, distributors see their role with-
out exception in exactly this physical distribution
and,to a large degree, in the bundling of products
for customers. Explanations for the different views
probably come down to different perspectives due
to one’s own day-to-day work. Whereas bundling
represents the customer perspective of a distribu-
tor,which is (rightly) neglected by most producers,
the wish for serving and developing small cus-
tomers of a producer is only part of the self-image
of distributors. These different conceptions offer
an opportunity to start discussing what a produc-
er expects from a distributor and what a distribu-
tor can offer.

Merely seeing distributors as an extended sales
arm means missing chances of benefitting from
their physical infrastructure (e.g. labs, warehous-
es, etc.) or their knowledge about untapped mar-
kets. The same applies to know-how. Producers
(principals) require distributors to be just as knowl-
edgeable about applications as they are about prod-
ucts; distributors, however, value their application
know-how much higher. And rightly so.Solving cus-
tomers’ problems offers more business opportuni-
ties (and stabilizes relations) than pure product

© Journal of Business Chemistry
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Figure 1 Typical activities of a specialties distributor (source: own representation).
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know-how. Therefore, principals should expect their
distributor to be an application expert and jointly
discuss applications and their development. But
they should also reward them accordingly.

Equally, distributors should, to a larger degree,
accept this role as an extended sales arm. Even if
own product lines could prove highly successful,
the exceedingly larger part of the business will
result from the sales of principals’ products.There-
fore, winning over the right principals with appro-
priate offerings must be at the centre of attention.
The design of respective offers should also consid-
erthose wishes of principals on which distributors
seem to focus less. This is presence in countries
which are no longer or not yet served by principals,
offering lab capacities for dedicated applications
as well as having low cost structures. However, it
is not quite clear as to whether principals’ wishes
(such as reducing administrative cost) have been
achieved already and simply not been talked about,
or whether this is another opportunity for distrib-
utors to enhance their offerings by services that
aim at exactly this goal.

3 Systematic approach to distributor
management

As long as producers/principals on the one and
distributors on the other hand have a blurred pic-
ture of each other, no mutually beneficial relation-
ship will evolve. Therefore producers/principals
should be able to clearly address what they expect
from a distributor. Not an easy task, if the over-
whelming majority of one’s business (and atten-
tion) dictates different priorities. However, for a
systematically run business, successful distributor
management can be done along a few simple rules.

It all starts with the “ordinary” business strat-
egy, including focus products, target customers,
regions etc., followed by a respective resource allo-
cation to make the plan work. (Step 1: Build on your
business strategy) Business as usual. And as long
as key customers or key regions are concerned —
planning should be easy. But, whenever one of the
following situations turns up, a distributor might
be of help (Step 2: Identify relevant areas):

= anew market shall be developed

= alarge number of small customers (“tail end”)

= a market has become too small to justify full
sales resources

= customers ask for complexity-increasing addi-
tional services

And, the classic rule of thumb, always think

about handing over the last 20% of customers,
since they usually don’t contribute to profits.

Journal of Business Chemistry 2018, 15 (2)
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Next, search for distributors with expertise in
the required applications or regions. Big full-line
distributors are always a choice, but there are sev-
eral specialists in a variety of fields. When discussing
with the selected distributors,a combination of the
above-mentioned situations might be addressed.
(Step 3: Select the right support). However, besides
distributors there are different options. These include
using agents, sharing staff with other businesses
or dropping the business altogether.

Assuming, principal/producer and a distributor
agree upon working together, the most difficult
issue is to manage the business relation in a trust-
ful manner. (Step 4: Manage the relationship) It is
important to clearly define targets and the way to
measure their fulfilment as well as to agree upon
the depth of information exchange. Even more
important is the definition of the most critical issues
in such a relationship: how to proceed if a market
or a customer grows above a critical threshold or
giving technical and specialist support/training.
This is the last moment when both parties can
clearly announce and write down their particular
expectations from the relationship. It is understand-
able if a producer/principal wants to take back cus-
tomers grown above a certain threshold - but it is
also understandable that the distributor who has
put all his effort in growing this customer wants a
reward for this achievement. Possible solutions
could be a joint discussion with the customer about
the best way to serve him in the future and/or some
profit sharing for a defined number of years to
come between distributor and producer/principal.
Thus, for a distributor it is quite helpful to recall
from time to time one’s positioning in the value
chain. But this is no one-way-road. A producer/prin-
cipal has to accept, that a distributor is managing
complexity and needs a certain budget (i.e. mar-
gin) to do so. This has to be fixed in the contracts
as well.

As long as all this is done right at the outset,
both parties are able to develop a trust based rela-
tionship.

4 Electronic market places as sales
channel to eliminate distributors for small
customers?

As already described above, distributors have
animportant role in the chemical value chain.They
serve small customers, act as market scouts, offer
services and commission as well as refill/repack-
age products. Market places on the other hand try
to match supply and demand, i.e. are — at least at
the moment — mainly dealing with information
flows only.

These information flows are important, since

© Journal of Business Chemistry
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Figure 3 Basic value chain - information flows (source: own representation).
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they are the basis for any sale to be made. A cus-
tomer who wants to buy a certain chemical prod-
uct needs to find suppliers. After finding them,
either a deal can be made immediately (if
volume/price quotes exist) or negotiations take
place before agreeing on a deal. All that is pure
information (or data) and can be dealt with by a
market place.The moment the delivery comes into
play, data is still required but no longer sufficient.
Now physical product flows have to be handled -
repackaging/refilling, commissioning and trans-

Journal of Business Chemistry 2018, 15 (2)
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portation. And that’s the domain of distributors
and logistics companies. Based on this understand-
ing the “easiest” future scenario is market places
managing the information flows, all other elements
of the value chain remaining the same. However,
due to the disruptive potential of today’s technol-
ogy, there are some more options imaginable.

1. Chemical producers serve small customers

It is easy to establish an information channel
to small customers (webshop, market place), learn

© Journal of Business Chemistry
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about their demand, offer a price and negotiate a
contract. However, delivery has to be covered, too.
Firstly, the respective infrastructure is required
(tanks, warehouse space, filling stations, ...) and sec-
ondly, delivery costs for customers could increase
dramatically if they have to buy from various pro-
ducers instead of getting one pallet with several
products from the distributor. Chemical producers
shouldn’t underestimate the complexity they would
insource by tunnelling the distributor.

2. Market places offer additional distribution and
logistics services

This is probably an option, market place oper-
ators have already in mind. However, it will prove
difficult to find distributors willing to act as a mere
contract refiller/warehouse provider for market
places.They would have to leave parts of the mar-
gin with the market place and lose their customer
contact. Not a promising option.

An additional difficulty - largely underestimat-
ed intoday’s discussions —is providing an electron-
ic data interchange (EDI) interface to connect dis-
tributors, logistics companies, other service providers
tothe market place.Replacing/improving existing
data exchange solutions will become one of the
biggest obstacles on the way to a digitalized
value/supply chain.

3. Amazon/Alibaba/... manage everything between
customer and chemical producer

This is the most worrying option for EVERYONE
in the value chain. First of all, market place opera-

Journal of _
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tors will die since they are not able to compete with
size and data processing power of the giants.Then
distributors/logistics companies will both be down-
graded to mere contract companies delivering ware-
housing/transportation services to the giants. After
a while even chemical producers come under pres-
sure. Due to their data analyzing power the giants
are quick to spot best-selling/high-margin prod-
ucts and will, step-by-step, offer their private label
products —downgrading even chemical producers
to contract manufacturers. And finally, customers
have no longer any bargaining/negotiation power
since the data giants have total transparency on
the supply/demand-situation and adapt prices
accordingly.

(In addition, we could imagine distributors
adding logistics capacities or logistics companies
adding distribution capabilities. However, this is
just a sub-case of the current “hardware set up”
and not dealt with separately.)

To deal with today’s uncertainty, we think it
helpful to always distinguish between “hardware”
(i.e. physical assets) and information or data. Dig-
italization starts with the latter and influences the
“hardware”. BUT, “hardware” will always remain a
vital part of the chemical value chain. And in this
sense distributors (i.e. their hardware) won’t be
eliminated. They might operate in a different setup,
but their role in the value chain won’t disappear.
The much more pressing question for all players in
the chemical value chain is, how to avoid the third
option mentioned above.

Figure 5 Threat for ALL elements of the value chain - market places, distributors, logistics companies, customers

and producers (source: own representation).

Amazon

Alibaba
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5 Surviving as part of the chemical value
chain

In the last section we mentioned the scenario
of a large internet giant occupying the space
between customers and chemical companies —leav-
ing producers, distributors, customers and platform
operators worse off. Is there a way to prevent this?

Firstly, in case one of the giants is attracted by
the chemical distribution business, that’s probably
it. With their huge advantages in gathering, pro-
cessing and analysing data, they will outsmart any
established player. Add the state-of-the-art logis-
tics capabilities of an amazon (Alibaba?) and little
more than the current customer base and deep
knowledge on handling chemicals will remain.
Given Jeff Bezos’ infamous “Your margin is my
opportunity”, there would be one solution: become
efficient and keep the margins razor-thin. Since this
is definitely no solution for listed companies (and
| guess neither for family-owned ones), is there any
other way out?

One option is to create an amazon-inspired cus-
tomer centric buying experience. This means cre-
ating a market place with a wealth of chemicals
offerings — delivering transparency and compara-
bility. In a second step, additional functionalities
like safety data sheet handling or smooth payment
processes could be included. However, there is one
huge difficulty in such a marketplace becoming
successful. It is the question of ownership.

= Ifathird party operates the market place, nei-
ther producers nor distributors will post a sub-
stantial number of offerings — due to the fear
of losing valuable information AND a transac-
tion fee.

= Ifoneofthe relevant producers or distributors
operates the market place, the problem remains.

= Thinking it through, the obvious answer is —
make it a jointly owned entity. By the way, this
concept has already worked with Elemica. (In
the early noughties almost all of the big chem-
ical companies bought shares in the newly
founded marketplaces).

Whether such an idea will get a chance, much
depends on how likely a market entry by amazon,
Alibaba etc. is seen. Opinions will vary. However,
even if a joint platform comes into life, there are
more obstacles to overcome. The biggest one is to
ensure none of the owners interferes with the daily
business of the platform.This has to be taken care
of in the founding stages and requires codifica-
tion inthe charter.The same is true for a joint under-
standing of ways to generate revenues on the plat-
form as well as profit distribution. In addition, the
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platform needs funding for the initial steps —a dif-
ficult issue among competitors. And as if that was-
n't enough, in most cases the existing IT setup is
not even near a status which allows for an integra-
tion into a platform. Neither are the internal process-
es “digital ready” nor is the required data readily
available.

However, realizing the internet giants posing a
threat to EVERYONE in the value chain should be
motivation enough to start thinking about an indus-
try wide platform.Whether the first steps are gone
among distributors and customers or distributors
and producers/principals finally doesn’t matter.
Doing nothing is likely to be the worst option.
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Marketing and sales in the B2B chemical sector are slowly making their way into the
digital era. Especially in Europe the development is inhibited, as long established
firms set the tone by listening to their best customer only, relying on deeply embed-
ded routines and processes, and fostering their fear of cannibalization. In this arti-
cle, the author outlines the current structures of sales processes in the chemical
industry and presents a promising perspective for its digitalization by pointing out
the great potential of disruptive newcomers in the form of innovative startups free
from constraints of high-ranking incumbents.

1 Introduction current situation of the B2B sales sector in the Euro-
pean chemical industry and inhibitors for incum-
The ongoing digitalization does not stop at the bent firms to create disruptive innovations them-
Business-to-Business (B2B) sector. The internet is selves. In chapter three, the article portrays the
a key facilitator for entering the global market, but ongoing processes of digitalization, i.e. the devel-
it also entails several challenges. While new tech- opment of e-commerce solutions for chemicals,
nologies make it much easier to reach more cus- claiming that the mere shift to digital sales solu-
tomers or partners from all around the globe, it tions is just the first step to an efficient B2B sales
becomes more challenging to build stable partner- concept. Afterwards, the disruptive potential of
ships (Samiee, 2008). The abundance of informa- innovative startups and theirimpact on the indus-
tion available on the internet, makes global cus- try will be outlined. As an example of a young spin-
tomers often better informed and more attentive off on its way to innovate the chemical B2B sales
to cost efficient offers of new players on the glob- sector, the author proceeds with a portrait of the
al market.Thus, suppliers are put under increasing German company chembid, which is the first firm
price pressure and customer service and global net- tointroduce an all-in-one platform solution for the
works become increasingly relevant (Matthyssens global B2B market for chemicals and related serv-
et al., 2008). ices. The concept, functions and technologies of
This article sheds light on current issues the the platform in detail as well as the advantages of
European B2B chemical sector is facing. Digitaliza- such holistic approach to B2B e-commerce for the
tion and globalization are influencing the indus- chemical industry will be explained and an overview
try and presenting it with the challenge of success- of the main benefits the ‘chembid concept’ offers
fully mastering the step towards the digi-tal era. for commercial sellers as well as buyers of chemi-
The fields of research, production and processing cals is given. To conclude, we will summarize the
have benefited from new, digital technologies from key points of our argumentation for a holistic
the beginning, while e-solutions for the sales sec- approach to B2B e-commerce in the chemical B2B
tor seem to develop much slower (VCl and Deloitte, sales sector.”

2017). The aim of this article is to draw the atten-
tion of marketers, practitioners and managers of
the chemical industry to the possibilities a holistic
approach to B2B e-commerce offers for the chem-
ical sector. It will begin with a description of the
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Figure 1 Shares of regional B2B e-commerce gross merchandise volume (GMV) in 2017 (source: Statista 2017).

North America; 12,9%

Rest of the World; 5,0%

Europe; 3,6%

Asia; 78,5%

2 Marketing and sales in the European
chemical industry

Considering the global revenues from e-com-
merce, i.e. the use of the internet to conduct busi-
ness transactions (Terzi,2011), the trend is obvious.
Between 2013 and 2017 the sales volume was expect-
ed to increase steadily. Last year, it was predicted
to reach an estimated generalized mean value of
US$ 7.661 million. Especially the regional distribu-
tion of this number, displayed in figure 1, reveals a
clear picture: 78.5 % are turned over in Asia, main-
ly China,and12.9 % in North America, while Europe
lags behind with only 3.6 % (Statista, 2017). With
the EU being the second biggest market in the
world according to its gross domestic product (GDP)
(International Monetary Fund, 2018),it is quite sur-
prising that the role Europe plays in B2B sales is
almost neglectable. It seems like Europe is on the
verge of missing the trend of the early 21st centu-
ry, while e-commerce is changing the working
processes of the digitalized sector in the rest of the
world (Terzi, 2011).

Taking a specific look at the chemical industry
this picture does not change much. Being part of
the ‘old economy’,changes do happen slower than
in other industries and focus on other areas, respec-
tively. Although, the number of investments is
increasing in general (CEFIC, 2017), the chemical
industry in Europe seems to lag one step behind
internationally when it comes to marketing and
sales (VCl and Deloitte, 2017). The industry still relies
onold principles, i.e. business is generally conduct-
ed on a person-to-person basis. Suppliers or cus-
tomers are acquired through extensive searches,

Journal of Business Chemistry 2018, 15 (2)

64

contacted via phone and asked for quotes. Often,
several phone calls and meetings are necessary to
finally come to an agreement. The other way around
works similarly: suppliers send their sales person-
nel to potential buyers to promote their goods and
offers. Despite this extensive and time-consuming
effort for both sides, the numbers of quotes buy-
ers end up with as well as the conclusions of con-
tracts the sales persons achieve often remain rather
limited.

Once a contract is closed, it often results in a
long-lasting cooperation, as the finding process is
so complex as well as time-consuming. One could
argue that long-lasting partnerships ensure stable
businesses and should thus be beneficial for both
sides.And, indeed, for the decades when telephone
and fax were the most efficient communication
channels, this is true. In times of globalization and
interconnectedness, however, the benefits of per-
sonally knowing your supplier or customer cannot
outweigh the advantages of modern technologies.
Compared to the manifold possibilities opened up
by digital technologies, the traditional processes
appear rather slow, expensive and inefficient — not
to say outdated. Also, suppliers are often using the
opacity of the market for their benefit. The sales
person visiting potential customers makes individ-
ual offers for each one, considering the size of the
company, the insights the customer has on the pric-
ing of certain products and so forth.The results are
extensive negotiations about the conditions and
prices.
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3 Increasing number of marketplaces
and web shops for chemicals

Looking at the number of marketplaces and
web shops for chemicals on a global scale, there
appears to be an abundance. So far, Europe only
hosts a few promising but insignificant ones. Not
all of the global marketplaces are specialized in
chemicals only and they vary considerably in terms
of their size, range and amount of offers. In order
to get an overview of the various offers from dif-
ferent suppliers, commercial buyers of chemicals
have to search, visit and compare multiple web-
sites. Although, this process does save some time
compared to the acquisition by phone, it is basical-
ly just a direct shift from the interaction on a per-
son-to-person basis to a digital one. The informa-
tion on products and offers is not spread person-
ally but online, while buyers still have to search and
organize it themselves. This might be somewhat
more efficient, but it is still not close to what one
would expect from digital services. The more mar-
ketplaces and web shops for laboratory and/or
industrial supplies appear, the harder it gets to find
the best offer. Hence, the development of the B2B
e-commerce in the chemical sector is the direct
transformation of the established principles and
processes to digital platforms and communication
channels.Compared to other sectors and even our
private lives (e.g.travel websites, online shopping),
it does not seem to be the optimal solution.

4 The European chemical industry is on
the verge of being disrupted

While it was possible to rely on what worked
for decades, the European chemical industry, which
still is the third biggest in the world (CEFIC, 2017),
now faces the risk of losing the lucrative sales side.
What led those companies to be at the top once,
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ironically, is the very same thing enhancing the risk
of being disrupted by newcomers now (Christensen,
1997). Over the past decades, many upcoming com-
panies managed to outsmart incumbent players
in other industries by making use of technological
developments and/or radically rethinking business
models (Markides, 2006; Yu and Hang, 2010). And
first signs of a similar development for the chem-
ical industry are already on the horizon when shift-
ing the view to Asia or considering young and small
players in Europe. Relative newcomers put forward
innovation, introducing “a different set of features
and performance attributes” (Govindarajan and
Kopalle, 2006, p. 190). For the incumbent players
those new features and attributes are hard to
embrace for three main reasons:

1) Listeningto the best customers: Companies are
led in order to pursue sustaining the current suc-
cessful state instead of aiming for disruptive inno-
vation (Daneels,2004).In the past main customers
of chemical companies did not request digital solu-
tions on the marketing and sales side. Thus, the
companies were caught by them and shifted their
activities to the customers promising the highest
profit (Slater and Mohr, 2006). However, the (still)
best customers become older eventually, and a
young and technology-affine generation is con-
stantly growing into positions, where they have
the responsibility and the power to decide what to
buy from whom (Snyder and Hilal, 2015). This young
generation has been using e-commerce platforms
for years in their private life and has no reason to
make an exception for their business life. This gen-
eration of so-called millennials (aged between 18
and 34) is constantly striving for modernization to
improve their business’efficiency,i.e.they want to
achieve more in a shorter period of time compared
to their predecessors. In business life, efficiency is
considered the key for success and is rated higher

Figure 2 Share of people in B2B purchase positions by age groups (source: Snyder and Hilal, 2015).
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than personal relationships with sub-contractors
or suppliers.Young managers saw and experienced
the rapid development of digital technologies dur-
ing the past years and developed alongside it. More
and more companies are embracing the possibili-
ties the internet offers for their activities (Terzi,
20M). It has become normal to search for solutions
to any problem online, as it is direct, fast and effi-
cient. As shown in figure 2, the number of millen-
nials in purchase positions has increased by 70 %
from 2012 to 2014 (Snyder and Hilal,2015) and there
is no reason to assume that this trend has changed
during the past years.

2) Deeply embedded routines and processes: Long-
established principles are not suited for pursuing
disruptive innovation and need to be adapted (Ma-
cher and Richman, 2004; Nelson and Winter,1982).
In this case, routines and processes, especially, refer
to the ones applied for the evaluation of new ini-
tiatives (Assink,2006). Disruptive projects often do
not fulfill the company’s expectations in terms of
market size or return and are much more uncer-
tain at first. If disruptive projects are assessed by
the same criteria on a routinized basis, they might
get sorted out prematurely (Christensen,1997,2006).
Routines are capable of securing efficiency in a sta-
ble environment but show weaknesses during times
of change due to inflexibility (Nelson and Winter,
1982). Therefore, relevant routines and deeply
embedded processes can become obstacles decreas-
ing the manager’s ability in responding to disrup-
tive innovations (Adner and Snow, 2010; Hender-
son,2006).And if an initiative is not allocated with
sufficient resources, it is prone to fail (Bergek et al.,
2013). A study by KPMG (2016), conducted in Ger-
many, reveals that in many companies, the staff is
highly skeptical about new technologies. Afraid of
investing in the wrong technologies or their employ-
ees not accepting the potential innovation, exec-
utives barely include budget for digital transfor-
mation of the company in their business plans.
Without a budget, however, the number of quali-
fied personnel able to evaluate the potential of new
technologies and the benefits for the company
remains low. Then again, the lack of adequately
skilled employees to initiate and accelerate the dig-
ital progress of the company causes the skepticism
about new technologies (KPMG, 2016).

3) Fearof cannibalization: This fear describes the
effect of a firm’s product directly diminishing the
returns of another firm’s product (Schilling, 2010).
The willingness to execute projects possibly entail-
ing this effect is described as the “extent to which
afirmis prepared to reduce the actual or potential
value of its investments” (Chandy and Tellis, 1998,
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p. 475). Accordingly, the introduction of new busi-
ness models will be delayed, if company leaders
are not prepared to reduce the value of their cur-
rent business model and the fear of cannibalizing
their own sales, assets or organizational routines
prevails. Just like cost factors, this leads to a slow
implementation of new business models. This was
observed in the European chemical sector for a long
time as the incumbent players rarely came up with
own initiatives or undermined initiatives of other
players successfully. By creating or supporting busi-
ness models reducing the opacity of the market a
beneficial aspect for the suppliers would falter. The
organizational structures and the personnel are
tuned to work in the old opaque model. Turning to
a transparent model would render some invest-
ments obsolete by cannibalizing own sales.

Due to those inhibitors only 30 % of the medi-
um-sized companies in Germany have yet imple-
mented digital business models, according to sur-
vey studies by VCl and Deloitte (2017). The remain-
ing 70 % of the participants indicated that they
only expect minor changes to their business mod-
els due to the ongoing digital transformation.
Although, new distribution channels are often men-
tioned as important factors forimprovement.In a
recent study, Euroforum asked 50 experts from the
chemical sector about the digital transformation
of chemical companies. The survey revealed that
most of the participants see the most important
field forimprovements by digitalization in the sup-
ply chain management not in new business mod-
els (Euroforum, 2017). Accordingly, digital distribu-
tion models are implemented hesitantly. In addi-
tion to the general skepticism, the additional expens-
es for the creation and maintenance of a web shop
(which also requires an online marketing strategy
to effectively increase the range of the company)
are the main reasons for the hesitation. Many com-
panies lack the personnel resources for such proj-
ects. However, in order to comply with the expec-
tations of potential customers, online presence has
already become much more than just an extra serv-
ice. It is a necessity for professional businesses.They
can answer customer inquiries in real-time, adapt
new online offers, and analyze traffic and range.
This way, businesses can make use of the digitali-
zation to check their sales models, achieve pre-
dictable results, and generate long-lasting cus-
tomer relationships, despite the growing number
of competitors. Online marketplaces and web shops
become increasingly relevant for many sectors
(Euroforum, 2017).
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5 An agile startup without the
incumbent’s constraints presents an
all-in-one-platform solution

For years, the chemical industry mainly consist-
ed of established players, who, for a long time,
cemented their position on the market and did not
seem to leave room for smaller startups. With the
upheaval into a new, digital era, this is due to change.
An increasing number of startups strive to inno-
vate the chemical sector and help leading it into
the times of ‘marketing and sales 4.0". This also
applies for the first global metasearch engine for
chemicals and related services. A startup compa-
ny from northern Germany is the first to introduce
such a concept to the sector.

The founders of chembid know the problems
they want to tackle first-hand. Dealing with the
opaque and complex market situation every day,
the idea for a more efficient solution suited for the
new digital era arose.In 2016 the company was offi-
cially founded. It took one and a half years to design
and develop the metasearch engine and platform
of the same name, which went online in October
2017. The idea and the aim is to collect, organize,
and bundle commercial and technical information
on chemicals from all over the world into one web-
site, to make it easily accessible and guarantee sim-
ple and fast processing. In contrast to the incum-
bents chembid is not limited by its past. Hence, the
company is not constrained by static routines ora
fear of cannibalization and the team can strive to
develop a disruptive innovation for the future cus-
tomers (Weiblen and Chesborough, 2015). Follow-
ing this target would have been hard to accom-
plish staying along the beaten track.

5.1 The first metasearch engine for chemicals

The backbone of the platform is a metasearch
engine. And although the technology itself is not
new, it is new to the chemical industry and was
adjusted tofit the demands of it. The platform can
be found and visited like any other website on the
internet.Trafficis generated from generalist online
search engines, social media networks or other
websites (e.g. via online marketing campaigns), etc.
Being a highly specialized search engine itself, it
can schematically be placed one level above the
respective marketplaces for chemicals and the sup-
pliers’ individual web shops, if available. The data
is gathered in two distinct ways. On the one hand
the relevant websites are searched for suitable
offers by the intelligent search engine. So-called
web crawlers are used to automatically search for
product information from thousands of offers
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worldwide. On the other hand the platform uses
application programming interfaces (API), which
allow for the simple linking with other databases.
Via those APIs, providers of marketplaces or web
shops can easily,i.e. manually in a few steps or even
automatically, transfer their offers onto the meta
platform.The information is then made available
in a single overview and can be narrowed down
with chemical-specific filter functions.

On this meta-level of the search engine, the
platformis not a direct competitor for online mar-
ketplaces for chemicals, but simply bundles the
information from various competitive marketplaces
on one website. Partnerships with marketplaces
and suppliers with their own web shops are even
desired, as it ensures the accuracy of the informa-
tion and offers. Being listed on the platform does
not take away traffic, as all offers are linked to the
original website, where purchases can be carried
out as usual. However, the platform does offer its
own marketplace for further opportunities as well.
The search engine does not prioritize offers from
the inbuilt marketplace, though, as this would dis-
rupt its main purpose of creating more market
transparency.

In addition to the product database a supplier
database is included as well and can be browsed,
too. The suppliers are linked to their respective
chemicals and related services.This data is used to
create a comprehensive worldwide data-base of
supplier profiles and their products and online
offers. Besides generating a value for itself as being
the first index to link suppliers with their actual
online offers, it is a highly important building block
for the sourcing tool, which is another innovative
feature of the platform.

5.2 Sourcing tool - reversing the market

The online sourcing tool for chemicals and relat-
ed services can help both vendors and buyers to
increase their efficiency. Buyers can place their
demands, wait for the responses of suppliers and
compare the quotes in a standardized overview to
choose the best offer. Vendors on the other hand
can save on sales force, who would usually contact
every potential buyer. They can send quotes fitted
tothe buyer’s request.This is somewhat reversing
the market situation, but it also helps create a more
balanced distribution of power. So far, so old. The
unique point is derived from the combination of
the gathered supplier and product data and an
algorithm finding suitable suppliers for the prod-
uct in question. The algorithm will check for sup-
pliers fulfilling the specific criteria of the request.
For example, typical amounts of the suppliers are
compared to the amount requested. Accomplish-
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ing a more and more accurate algorithm will be a
big step towards connecting buyers with poten-
tially interested sellers only fully automatically.

5.3 Market statistics - big data, small effort

Since the process of providing such services
includes the collection of a vast amount of data, it
is used to create useful market statistics as an extra
service for the users. While it was a time-consum-
ing process to get reliable price information due to
the lack of market transparency in the past, the
data gathered by the web crawlers allow for the
reliable computation of past prices, average pric-
es or future trends. Based on this data, the statis-
tical tool offers the possibility to create clear tables
and graphs according to the users’desired criteria.
This automatically delivers a representative result
from a big pool of suppliers rather than from a few
who need to be called manually. The possibility to
handle big data for the chemical B2B sales sector
is made easily accessible for the users.

5.4 Artificial intelligence - virtual agent

In order to guarantee the best search results
possible, Artificial Intelligence (Al) plays a signifi-
cant role in the form of machine learning algo-
rithms monitoring the users’ search behavior and
adapting the search results according to their needs
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and preferences. Due to the abundance of offers,
this saves users additional time, as it helps to find
products for certain cases. At first, this feature can
help rudimentary, but over time, with more and
more data gathered, the Al will be able to advise
in more advanced cases and serve as a virtual agent.
As one of the main goals of the platform is to
increase efficiency, the usage of Al/machine learn-
ing is vital to accelerate the processes while still
providing qualitative results.

5.5 Advantages for buyers and suppliers

As a result of the ongoing digitalization and
globalization in all sectors, vendors are put under
increasing pressure (Matthyssens et al.,2008).They
need to cope with a growing number of competi-
tors from all around the globe as well as the high
expectations of their customers. To stay competi-
tive, they need to strive for more coordination and
collaboration among supply chain partners to in-
crease efficiencies in supply chain management
(Terzi, 201). An online platform solution, offering
new distribution channels for sellers, can help firms
to easily expand their range without requiring addi-
tional resources for e-commerce and online mar-
keting (provided they chose a widely renowned
marketplace). The unique all-in-one solution from
Germany, for instance, had approx. 25,000 unique
visitors in May 2018, while the projected number

Figure 3 User development on chembid (source: own representation based on Google analytics).
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of users for August 2018 is estimated to be 45,000.
Due to the usage of cloud computing the model is
easily scalable and there is no hard limit to those
numbers. The platform can thus be a useful addi-
tion to existing marketing and sales solutions. New
leads are automatically acquired, so that market-
ing resources and sales force can be reduced. Addi-
tionally, the marketplace can serve as an alterna-
tive to an individual web shop or as an addition to
it.

After creating a user account and being verified
by the provider, product or service offers can either
manually or automatically be uploaded onto the
inbuilt marketplace. Big amounts of data, e.g. a
supplier’s whole range of products, can be uploaded
in bulks. All offers can be found on the metasearch
engine. Offers from the inbuilt marketplace are
highlighted, for better findability of verified ven-
dors. The number of current available offers, i.e.
1.8 million, and the 60,000 represented suppliers
from more than 160 different countries, prove the
platform’s potential.

The advantages of a global metasearch engine
for commercial buyers of chemicals are quite
straightforward as well: Buyers are usually the ones
actively seeking for information and the best offer.
Upon entering the name or CAS number of a prod-
uct into the search bar, they will receive a compre-
hensive list of suitable offers from online market-
places and websites worldwide. Various filtering
options, e.g. place, price, quality and measurement
unit, allow for further specification of the search
request. Results can be sorted by price or relevance.
Clicking on the search result will directly lead to
the supplier’s website or the marketplace the offer
can be found on.

6 Summary and conclusion

= Digitalization reaches out to the B2B market-
ing and sales sector and makes no exception
for the chemical industry. European chemical
companies, though, do not pursue sufficient
digital initiatives. By going on conducting busi-
ness in the old ways and without preparing for
what is to come, other players —especially from
Asia —might pace them out.

= Asian companies already developed an abun-
dance of marketplaces and offer chemical prod-
ucts online.The growing number of those mar-
ketplaces leads to a mere transformation of
the old, time-consuming and inefficient process-
es to digital channels.

= Three main factors are limiting incumbent
European players in starting their own initia-
tives seriously: Listening to the best customers,
deeply embedded routines and processes and
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fear of cannibalization. Hence, only 30% have
implemented digital business models so far.

= Asayoung startup, chembid is not limited by
the incumbent’s constraints and is, thus, a good
example for a potentially disrupting innova-
tion for the B2B sales sector of the chemical
industry. The company developed the first
metasearch engine for chemicals and related
services. Its main purpose is to create full mar-
ket transparency by organizing and making
accessible chemical offers from the web.

= Besides other advantages this approach serves
suppliers with an increased range and buyers
with more and better market information.

= Among other features the holistic ‘chembid
concept’also includes market statistics based
on big data techniques and a sourcing tool run
by Al.By combining modern technologies, it is
aimed to co-create the future of chemical busi-
nesses regarding marketing and sales.
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Data-based solutions powered by artificial intelligence (Al), and especially its sub-
domain of machinelearning, are a key driver of today’s fast-paced technological evo-
lution. In the process industry, barriers for many organizations to apply this techno-
logy are missing know-how for conceptual planning as well as lack of economic fea-
sibility studies. However, companies risk to lose their competitive position by not
applying this technology. In this article, we describe the CRISP-DM model as a con-
ceptual planning approach. In addition, we provide practical advice based on expe-
rience in other industries how this technology can be applied in the process indus-
try. Here, the steps process analysis and data understanding are key success factors
in order to develop economically viable use cases. An implementation strategy should
include an agile environment to develop ideas fast and with little risk before trans-
ferring working solutions to the requirements of the operational business. A com-
bined bottom-up / top-down approach of knowledge distribution and pilot projects
can help organizations to successfully embrace this technology in their operational
businesses, overcome associated fears and organically seize company-individual

opportunities that arise.

1 Introduction

The fast-paced technological evolution of our
time leads to equally fast changes in the business
world, from efficiency gains through process
improvements to the redefinition of long-estab-
lished business models. In this context, a key tech-
nology, which accelerates this technological evo-
lution, is artificial intelligence (Al) including its sub-
domain of machine learning. Machine Learning
methods allow the training of models from data
examples instead of tediously having to define the
input-output relationship of the models manual-
ly. For instance, such models can be applied to make
decisions and predictions. While this technology
has been cost- and time-consuming in the past, it
has now reached a level of maturity where broad
industrial application is feasible in many scenarios
(VanThienen, 2016).

As Al constitutes a universal technology - like
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the steam engine or electricity in the past — it is
bound to influence many sectors of industry well
beyond its origin (Brynjolfsson, 2017). Consequent-
ly, also the process industry is already being influ-
enced by this trend and therefore evaluates how
to harness the arising opportunities. For example,
predictive asset management has been adopted
by major players in order to maximize asset uti-
lization or minimize unplanned downtime. Further-
more, the monitoring of a plant can be made more
efficient by the digitization of a plant’s control data.
Additionally, monitoring of production processes
can be enhanced with pattern recognition in order
to assess influences on batch consistency or to pre-
dict deviations from the production process before
they could occur. Finally, downstream data from
points-of-sale can be used to forecast the demand
of customers and to plan a responsive schedule in
production (VanThienen, 2016).

However, at the same time several barriers are
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currently hampering the use of digital technolo-
gies like machine learning, as Stoffels and Ziemer
point outin an article of an earlier issue of this jour-
nal (Stoffels and Ziemer, 2017): Among those bar-
riers are

1) Unclear benefits and/or lack of economic eval-
uations and

2) Missing know-how on methods for analyzing
and adapting processes.

Yet, it is imperative for companies to understand
the impact that this important technological change
has on their business model, their operations and
their competitive landscape. As with any new tech-
nology, identifying and defining use cases is not
straight forward. At the same time, they need to
fulfill at least two preconditions:

1) the application must be technologically feasi-
ble and
2) backed by a solid business case.

If these preconditions are not fulfilled in the begin-
ning, many companies eschew investments due to
risks involved. However, there is also considerable
risk associated with ignoring the changes ahead
and thereby risk becoming the next Kodak (Antho-
ny, 2016).

In this article, we aim to make the following
contributions:

1) We present methods and approaches concern-
ing data applications that have been successfully
applied to other industries. More importantly, this
contribution shows what can be learned and trans-
ferred to the process industry. In this, we introduce
the cross-industry standard process for data min-
ing (CRISP-DM) model, which is a generic frame-
work how to approach data mining problems. We
discuss key issues in depth based on experience
from other industries.

2) Wediscuss possibilities to overcome the previ-
ously mentioned risks and barriers, i.e.implemen-
tation strategy and integration into the organiza-
tion on a strategic level, in order to increase the
overall ROl of investments in this field.

2 CRISP-DM model

The CRISP-DM describes a generic framework
for data mining and knowledge discovery projects.
It is used by the majority of experts in the field of
Data Science (Marban, 2009). The approach cap-
tures the essence of what is needed to successful-
ly carry out a data mining project, but at the same
time it is easily transferable to any industry. The six
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steps of the CRISP-DM are Business Understand-
ing, Data Understanding, Data Preparation, Mod-
eling, Evaluation,and Deployment (Shearer,2000).
It is worth noting that the steps are not necessar-
ily carried out in a linear manner, as depicted in Fig-
ure 1. The single steps are explained below (for
details, see (Shearer, 2000)):

1. Business understanding

Before touching any data, it is very important to
understand the business context in which this data
will be used. This phase concerns itself with ques-
tions around the business objectives, success cri-
teria, relevant business processes, and an assess-
ment of the overall situation, in order to derive
goals and develop a first plan of the project. The
better this step is carried out, the more valuable
insights and outcome can be expected from the
remaining steps.

2. Data understanding

In the second step, data is collected and an under-
standing is developed.This includes describing the
data and what kind of information it contains. Also,
quality of data should be assessed, e.g. consisten-
cy and completeness. First hypothesis can already
be derived from data. Often, it is necessary to go
back to step one multiple times, until a clear pic-
ture of the interaction between business process-
es, objectives, and data is gained.

3. Data preparation

Once a specific use case is defined, data must be
selected based on the relevance to the project’s
goal as well as the technical limitations. Here, the
data must be usable. Data sets must be provided,
which can be used to develop models. Quality can
be increased, for example, by removing outliers,
handling missing values, and giving a proper struc-
ture to the data.

4. Modeling

Inthis phase, tools like machine learning methods
are employed to train one or several models on the
selected data. Usually, more than one method is
available. This phase aims to identify the best fit
and optimize any free parameters.This also includes
testing the quality of the model, e.g. its generaliz-
ability measured by the error rate on test data.

5. Evaluation

While the model itself is verified in the fourth step,
this step evaluates the suitability of the developed
processing pipeline and model with respect to busi-
ness application. Only when there are no critical
issues overlooked, the model can be deployed in
the next step.Too often, false assumptions require
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Figure 1 CRISP-DM model (source: Shearer, 2000).
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going back to step 1 and to revise the business
understanding.

6. Deployment

When the suitability for real-life business applica-
tion has been shown, the deployment phase aims
to transfer the findings from the data mining proj-
ect to day-to-day operations,i.e.actually make use
of the created models.In some cases, this might be
a simple report, in others the implementation of
software to track and analyze real-time data in
order to support the decision-making process of
the organization.

In Data Mining more than anywhere else, a
famous quote, that may or may not be attributed
to Albert Einstein, can be literally applied for good
results: “If  had one hour to save the world, | would
spend 55 minutes understanding the problem and
5 minutes trying to find a solution.” Challenges fre-
quently arise in the definition of use cases, i.e.truly
understanding the problem.Therefore, understand-
ing business and understanding data need to be
carried out thoroughly and will have to go back and
forth.We collected learnings from experience gath-
ered in other industries and summarize these in
the following together with some practical exam-
ples.

2.1 Process modeling and analysis

The step of understanding business is very much
about understanding processes, i.e. identify tasks
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and steps that data can improve, enhance or carry
out more efficiently and reliably. Therefore, mod-
eling tools like Business Process Modeling Nota-
tion 2.0 (BPMN 2.0 (OMG, 2013)) are helpful to model
processes and develop a common understanding.
Although the BPMN 2.0 notation consists of a large
number of available elements, a handful of the
basic elements are already sufficient to significant-
ly increase process understanding.

Approaches to generate use cases can be versatile.
A high-level approach is to focus on areas of the
value chain that have an impact on operating and
growing the business,as van Thienen et al. suggest
(VanThienen, 2016). On a more practical level, it
should be looked out for the following cues to iden-
tify high-potential areas for data and/or Al usage
when analyzing processes:

1. High-volume tasks:

Naturally,task that are frequently carried out often
provide a greater leverage for potential improve-
ments. In these cases, even small time saving meas-
ures or quality improvements can lead to a viable
business case for applying machine learning.

2. High-value decisions:

Similarly, decisions with a high inherent potential
to influence large areas of the organization are
promising candidates for intensive data-usage. In
these cases, additional efforts may be well justi-
fied to make the right business decision.
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3. Media discontinuity:

Despite increasing efforts to digitize, many process-
es still involve media discontinuities, e.g. printing
of documents or form, switching from online work-
flows to phone calls or emails. While sometimes
this is obviously not avoidable, e.g. sending a hard-
ware product to the end-customer, steps within
the process that go back and forth between digi-
tal and analog workflows are good candidates for
applying automation.

4. Time consuming steps:

A strength of Al methods is to process large amounts
of data fast without any errors. This often comple-
ments human abilities and can lead to significant
time savings.Thus, it is worth focusing on the annoy-
ing and tedious tasks.

5. Bottlenecks:

Restructuring processes around bottlenecks can
increase overall efficiency. A solution can be paral-
lelization of sub-tasks carried out simultaneously
by a machine in the background.

As with any new product or service, it is impor-
tant to take on a “Customer centric” mind-set and
develop the solution this way. Here, the customer
could also be an internal one. In the following, we
like to illustrate this approach with an example
from practice.

Example:In one project, we analyzed the inter-
nal processes of the sales department. One of the
planning steps consumed half a day on average
and was carried out regularly. The organization was
growing substantially, so that the process needed
to be rethought for scalability. In a workshop, we
modeled the current state of the process and ana-
lyzed possibilities for restructuring including the
automated processing of data. We were able to
eliminate all media discontinuities by fully digitiz-
ing the planning process through a web-applica-
tion. Large parts of the data were then gathered
and processed automatically. Overall, this led to
significant time savings of up to 80% and further
increased quality and transparency of this process.

2.2 Data understanding and preparation

The second important step is to understand and
prepare the available data. Both technical and eco-
nomic feasibility of a use case depend strongly on
the data available, which makes use cases highly
individual according to a company’s data situation.
Therefore, several topics need to be taken into
account when aiming to use data successfully. Put
in simple terms, the following factors influence the
potential of your data and how well you can build
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models from it. They can be considered as levels of
data needs building on each other. Each level
requires a certain maturity of the previous level:

1. Data sources and types

First, where does your data come from and since
when are you recording it? Is it a structured SQL-
Database, a sensor-stream, a manually filled spread-
sheet-file, or something else? Data can be struc-
tured or unstructured. For example, a free text doc-
ument like a project report or an invoice in pdf-for-
mat is considered unstructured data. If you have a
form like a contact form on a website, then each
field (e.g. name or email address) has a particular
meaning.This represents structured data. Unstruc-
tured data is much harder to process and requires
more steps to prepare the data.

Data types regard to the kind of data. For example,
this can be text, numerical, or categorical. The lat-
ter refers to a fixed set of values that the data can
take on, e.g. ‘True’ or ‘False’ or colors of a product
‘red’, ‘green’, or ‘blue’.

2. Data quality

Second, it is important to assess and understand
the quality of the data available. In particular, the
following questions are of importance: Are the val-
ues complete over the whole data set or are there
missing values? How should they be handled and
how does this affect the quality of the application?
Can the root problem be fixed or can the data be
processed even when values are missing? Are out-
liners present in the data? If so, the data might need
to be cleansed. Many of these rather technical issues
can also point to issues in the process setup itself.

3. Datacontent

Third, it is important to understand what informa-
tion does this data represent? With numerical data,
descriptive statistics can be used to describe the
data (i.e. data distribution, histograms, etc.).
Although this step may seem tedious and without
aclear goal at first, every minute spent is well invest-
ed.Itis a prerequisite to understand the data avail-
able very well.Then, a judgment of the models con-
cerning their suitability and application is possible
at later stage of the process. When digging into the
data, ideas for potential use cases can be generat-
ed. In most cases, insights about operational and
organizational processes can be gained, which are
not expected at first.

Example: At one of our customers, production
controlling data was recorded in both Enterprise
Resource Planning (ERP) system and Manufactur-
ing Execution System (MES), but was not intensive-
ly utilized. Before creating use cases to apply Al, the
available data was inspected for its types, quality
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and content.This exercise proved to be highly edu-
cational for everyone involved. In fact, untapped
information was identified, and a new detailed
report personalized for each foreman was designed
and introduced as a result. This example illustrates,
that effective solutions to enhance data usage can
also be quite simple.

2.3 Modeling and evaluation

In the data modeling step, the actual building
of models using machine learning methods takes
place. Models are a representation of relationships.
As shown in Figure 2, they map input data to an
output.In the past, models were often created man-
ually. For example, if-than-that-rules can make up
the relationship between input and output. The
strength of machine learning methods is that they
can extract relevant information like rules from
data automatically. By doing this,the model can be
learned from existing data, i.e.input-output exam-
ples from the past. Against common belief, this
step consumes only a relatively small part of the
time - thanks to the versatile tools like software
packages available today. These tools facilitate the
implementation of machine learning methods to
train and evaluate models.

Machine learning methods can be summarized in
three categories:

1) Supervised Learning, where the model output
is provided to the machine learning method for
training. For example, Classification, Regression,
and Feature Subset Selection methods belong to
this category.

2) Unsupervised Learning, where the model out-
put is unknown.That means,the methods have to
find structure and make connections by themselves.
Clustering and Dimensionality Reduction are exam-
ples here.

3) Reinforcement Learning, where the model is
trained independent of the output. Instead a trained
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rule is reinforced by rewarding / punishing depend-
ing on whether the output was right / wrong. Arti-
ficial Neural Networks and Deep Learning can be
assigned to this category.

For a given problem, the model can usually be
created by means of several methods. The chal-
lenge for data scientists is to pick the appropriat-
ed method (or a combination of methods) based
on their experience in order to develop the best
model. Models are trained based on examples.
Therefore, it is important to consider the general-
ization of the model very well, so that unseen exam-
ples are also handled well by the model. Thus, the
quality of the model is judged based on a so-called
“test-set” of data that is put aside in the beginning
of the modeling phase.The following example illus-
trates how pattern recognition can help to improve
processes of a plant.

Example: A plant’s control data from the past
contains information about process deviations and
when they occurred. Pattern recognition can be
applied to automatically identify such deviations
before they occur.This task can be framed as a clas-
sification problem with two classes: “deviation” or
“no deviation”. From past examples of plant oper-
ations, relevant data features and rules to detect
such deviations are extracted using machine learn-
ing methods from supervised learning. Before the
final model containing these rules is deployed, its
fit is evaluated using a second set of examples from
the past.

2.4Implementation strategy

The understanding of both process and data
provides two important results. First, the technical
feasibility as well as the potential benefits of a use
case can be judged. Second, the effort how to imple-
ment the respective use case can be roughly esti-
mated.This provides an indicator of economic fea-

Figure 2 Machine learning methods allow to train models from data examples (source: own representation).
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sibility, which significantly lowers the risk of invest-
ing disproportionate budgets. However, a consid-
erable amount of ideas might still be disregarded
at a later stage due to factors that cannot be
assessed at this point. In such cases several key fac-
tors help to reach a good ROI. In particular, meth-
ods can be used that are already widely applied in
software development and the lean start-up
approach, which focus on agile and iterative devel-
opments (Ries, 2011). Risks of failure can be reduced
by allowing multiple possible directions. Then,
adjustments can be made based on the learning
made within the implementation process. Organ-
izations should start with prototypes at a very early
stage to generate this learning. Tackle assumptions
with highest risks first, i.e. fail fast to learn fast!
This, of course, requires a culture that is open-mind-
ed towards failure.

Meanwhile, it is important to keep a clear focus.
Astrong and rigorous selection funnel is necessary
to weed out directions, which are not promising.
Only projects should be continued that have proved
to be successful by fulfilling the defined evaluation
criteria.

The CRISP-DM model aligns very well with this
lean approach.This approach will be illustrated by
the example below.

Example: One company holds monthly meet-
ings, in which employees participate that are not
involved in the actual project —similarto a “super-
visory board”. Learning from the project regarding
what works and what does not work as well as new
ideas are presented to them.The group then judges
the value and feasibility of the projects and takes
a decision to terminate directions that do not show
enough potential with respect to the company’s
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competitive position.

At first, these elements may seem difficult or
sometimes impossible to incorporate in the devel-
opment processes of companies from the process
industry, which are traditionally rather conserva-
tive and have strict requirements in their quality
systems. A method to solve this is depicted in Fig-
ure 3 —similar to Google’s so-called moonshots™
This should be a parallel and isolated track to the
operational business. In doing this, it provides a
way to develop solutions to a level of maturity with-
out a costly overhead and operational risks. Only
when a solution has proven to provide benefits it
is transferred to the operational business. This
approach greatly decreases costs and risks associ-
ated with such endeavors. If a company decides to
not establish such a department internally because
of its size or budget, an outsourcing of such serv-
ices to external experts can be considered.

2.5 Integration into organization

For the long-term success, it is vital to find a
sustainable way as an organization to embrace the
Al technology and to embed it into the organiza-
tion’s strategy. The subsequent adaptation of busi-
ness processes also brings about change to the
employees, which play an important role concern-
ing the integration of such technologies. The human
factor and the topic of change are easily overlooked.
Thus, human factors such as their behavior must
be especially considered. Several fears are associ-
ated with Al as the public discourse discloses. For
example, its impact on job security and job descrip-
tions. These fears must also be addressed within

Figure 3 Development of innovative applications in a parallel environment (source: own representation).
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the organization. One way to move forward is to
follow a combined bottom-up and top-down
approach:

Bottom-up: A key factor to get support from the
workforce for technological change is the distribu-
tion of facts and knowledge. Employees should be
encouraged to identify use cases by themselves
since they know their workflows and tasks better
than anyone else.This includes the exhausting and
repetitive processes, which could be promising can-
didates for automation. The ideas of employees
become a valuable source for process improvement,
when they are equipped with the right knowledge
about the technological capabilities and limita-
tions. At the same time, they can be mobilized for
the change and a momentum can be created, if
they are included at the beginning of the transfor-
mation process.

Top-down: In parallel, pilot projects initiated by
the management serve as vivid examples in a famil-
iarenvironment help to spread a realisticand clear
picture of what the organization’s individual needs
are and showcase success stories as a generator
for new ideas.

3 Summary and conclusions

Advanced and complex technologies like Al
require knowledge and a well-structured approach
for conceptual planning and implementation. With
the CRISP-DM model, an established framework is
available, which can be used to guide projects that
aim at the utilization of data in order to get valu-
able insights. In this process, challenges frequent-
ly arise regarding the definition of use cases. In this
article, insights from practical experience offer
approaches how to overcome these challenges.
For the conduction of projects, modern and agile
development methods such as the lean start-up
approach should be used. Strict evaluation criteria
concerning the decision which projects should be
further pursued must be in place. Implemented
correctly, this will ensure a high ROl across these
efforts. Further, a holistic strategy for integrating
this change into the organization is necessary to
seize opportunities that arise organically.

Many companies are still reluctant to tackle the
technological shift towards intensified data usage
and artificial intelligence —they remain in a wait-
ing position. Yet, it has to be considered whether
the energy and resources spent in observing the
market might not be better invested in gaining
first-hand experience by diving into the topic. The
first option leads to an inevitable time delay. Thus,
the second option should be more appealing to
companies. Especially, since both feasibility and
economic viability are two company-individual fac-
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tors. First practical experiences can be collected by
just diving into the topic and testing assumptions.
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Life science research and life sciences' industries are facing an overwhelming com-
plexity of biology. Today's scientific methods and technologies allow for a very detai-
led look at biology. What is left to do, is understanding and interpretation. Quanti-
tative biology, the close coupling of life sciences, mathematics, and statistics is like-
ly to provide the methodologies to turn collected data into dedicated information
and knowledge. The most promising approach is the formulation of mathematical
models on the basis of machine learning. The predictive power of such an approach
is a promising option for basic biological research, medicine, pharmacology, agricul-
tural science, and ecology. Furthermore, also R&D of related life sciences industries
can take advantage of this digital approach to meet future challenges and market

1 Introduction: biology as a quantitative
science

It is clear that today biology is influencing human
thinking, perception, and action in an increasing
number of different ways. The 215t century is seen
as the century of biology (Venter and Cohen,2004).
Life sciences' historical route from genetics to
genomics, now approaching and establishing syn-
thetic biology shows its impact, not only on bio-
logical basic research, but also on the different dis-
ciplines of biotechnology, medicine, pharmacolo-
gy,and last but not least, agricultural science. Con-
sequently, there is a corresponding influence on
the life science industry,including pharmaceutical
industry, diagnostic industry, medical product indus-
try, food as well as dietary supplement industry,
and agricultural industry.

In a more general view the combination of biol-
ogy, statistics, and mathematics has been termed
quantitative biology (Zhang, 2013). The notion of
quantitative biology may sound a little bit unfa-
miliar today. We are rather used to talk and hear
about bioinformatics, computational biology, bio-
metry, biostatistics, biomathematics, and similar
disciplines, all of which share the combination of
biology with some other scientific discipline, which
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requirements. Quantitative biology plays the role of an enabling technology.

is related to calculation, modeling, and computing.
Though in the past, biology itself has been recog-
nized as a predominantly descriptive science (Mayer,
1997), the roots of a quantitative view are fairly old,
as can be seen in the proceedings of the first Cold
Spring Harbor Symposium on Quantitative Biolo-
gy, which Reginald Harris organized in 1933 (Witkom-
ski,2018). This may be seen as a reaction to the early
20th century discussion about biology as an
autonomous science, or just a sub-discipline of
physics and chemistry (Mayer,1997).

Today, biology has established as a science of
information, driven by molecular biology, genetics,
and genomics. Functional genomics, as well as
metabolomics have produced data that demon-
strate the existence and importance of complex
pathways and networks in living cells and organ-
isms.The complexity of biological systems appears
to be much higher than in today's technological
implementations, which has become evident in
applying, e.g. non-equilibrium thermodynamics,
synergetics,and chaos theory (Haken,1983) to bio-
logical phenomena. Hence, it is not at all surpris-
ing that advanced methods of mathematics, sta-
tistics, and information theory are becoming rou-
tine tools in biology (Green et al., 2005), as well as
in the related sciences medicine, and agricultural
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science (Yuan et al., 2008). This is paralleled by a
change of view in biology, which is characterized
by growing popularity of the notions of network
and ecosystem, even beyond neuroscience and
microbiology. Not only do biologists nowadays talk
about systems biology (Ideker et al., 2001), but also
systems (bio)medicine (Lenoir,1999)(Liu, 2010)(Ayers,
2015)(Maurya, 2010) has become an emerging con-
cept in medicine, pharmacology, and diagnostics
(Abu-Asab, 201m1).

2 Anowerview of quantitative biology

At the beginning of the 20th century, quantita-
tive biology was applied to only a few particular
problems, mainly in two different areas, pharma-
cology on the one hand, and breeding of plants and
animals on the other hand.

2.1 Enzyme kinetics

As for pharmacology, probably the first math-
ematical model of quantitative biology was the
Michaelis-Menten theory of enzyme kinetics
(Michaelis and Menten, 1913)(Cornish-Bowden,
2013)(Cornish-Bowden, 2015). Decomposing an
enzyme's E reaction with a substrate A into the
steps of substrate binding, reaction catalysis, and
product B release (Schnell, 2014)

ky
E+A:E:A'EE+B (1)
ko1
which can be described by the set of differential
equations for E, A, and their complex E:A

% =~y [EN[A] + k_q [E: A] + ko [E:4]  (2)
% = —k;[E[A] + k_4[E: A] (3)
d[Z;A] = la[E1[4] - (k_y + k)[E: 4] (4)

The corresponding equation for the reaction rates
(Michaelis-Menten equation) reads (Pinto and Mar-

tins, 2016)
I d[A4] _ Ay Vimax
initial dt imitial

with A, the initial substrate concentration, v ,,,, =
k2-E, , E the initial enzyme concentration, and
Koy = (k+k,)/k,, the Michaelis constant. The theo-
ry developed by Michaelis and Menten, provided
the foundation for quantifying physiology and phar-
macology (Dost, 1953). It plays an important role in
drug development, still today.
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2.2 Quantitative genetics —the breeders' equation

Following the ideas of Darwin and Mendel, peo-
ple tried to understand and started to predict, there-
by optimizing, breeding of plants and animals on
the basis of the so-called breeder's equation (Lush,
1937)(Ollivier, 2008). This simple equation
allows to estimate the change (response AZ) in
occurrence of a particular quantifiable trait in the

AZ=h?-§ (6)

off-spring generation due to selection for this trait
in the parent generation. h2is called the heritabil-
ity, S is the so-called selection differential, which
represents the difference of a trait's average value
in the respective whole population and the aver-
age value in the selected subpopulation. Remark-
ably, this equation is independent of molecular
genomic details, which is the basis for its present-
day role in theoretical genomics (Visscher et al.,
2008). It should be noted that this early mathe-
matical model being used in quantitative biology,
had commercial applications from its very begin-
ning.

2.3 Bioinformatics

The impressive development of DNA,RNA, and
peptide sequencing that we see today, was possi-
ble only through the collaboration of three disci-
plines, bioinformatics, computer technology, and
sequencing technologies. Bioinformatics provided
the mathematical and statistical tools to structure,
analyze,and annotate biologically, what had been
produced with sequencing machines. High-per-
formance computers were needed, to handle and
process the related data, which still today is the
core of bioinformatics.

2.4 Molecular phylogeny

Many authors see the actual initialization of
bioinformatics in a paper about molecular evolu-
tion by Emile Zuckerkandl and Linus Pauling (Zuck-
erkandl and Pauling,1962)( Zuckerkandl and Paul-
ing, 1962b)(Zuckerkandl and Pauling, 1965). They
recognized the relationship between sequence vari-
ation and evolution, defining the foundations of
phylogeny, a methodology, still popular today
(Lemoine et al.,, 2018) in sophisticated versions as
probabilistic models of evolution.

2.5 Sequence analysis: comparison, alignment,and
pattern recognition

The key aspect of sequence analysis is compar-
ison (Pearson and Lipman,1988) to find and quan-
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tify similarity in sequences and accordingly in func-
tion.In the beginning, this was based on alignment,
the most important methods being the Needle-
man-Wunsch algorithm (Needleman and Wunsch,
1970) for global alignment and the Smith-Water-
man algorithm (Smith and Waterman, 1981) for
local alignment. The complications arising from
sequence insertions, deletions,and mutations can
be managed by statistical scoring systems, which
bear some analogy to the concept of entropy in
information theory (Altschul, 1991). Thus, scoring
not only takes into account identities, but also
homologies, i.e. sequence elements, which could
be exchanged "easily" in the course of evolution
without loss of function, and therefore can be clas-
sified as being equivalent. With the growing size
of sequence databases, more efficient algorithms,
which computationally are less demanding, have
been formulated. The most popular one today is
the BLAST algorithm (Altschul et al.,1990), provid-
ing a quantitative measure for sequence homolo-
gy in terms of the so-called expectation value (E-
value), which is the probability of the respective
alignment being purely by chance. The lower the
E-value, the more significant is the homology.
Based on pairwise alignment, algorithms for
multiple sequence alignment have been developed.
From the comparison of a set of DNA or peptide
sequences they can generate what is called a con-
sensus sequence, i.e.stretches of sequence that are
identical or closely related, while other ranges of
the sequences differ more or less significantly by
mutations, insertions or deletions. The most wide-
ly used software systems today are the different
versions of CLUSTAL (W and X) (Larkin et al.,2007).
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2.6 Pattern recognition in sequence analysis

Animportant result of sequence comparison is
the identification of sequence pattern, which typ-
ically provide two kinds of information. Firstly, com-
mon, i.e.evolutionary conserved patterns indicate
phylogenetic relationships (Fitch and Margoliash,
1967) in a quantitative manner. Secondly, sequence
pattern can be correlated with genetic and molec-
ular function.To this end, starting from classifica-
tion and clustering, algorithms for pattern recog-
nition have been developed (de Ridder et al., 2013).
These algorithms also paved the way into machine
learning (Baldi and Brunak, 2001) and big data,
which was achieved by introducing probabilistic
frameworks for the respective models. Building sta-
tistical models on the basis of existing data bears
a lot of uncertainty, which makes the difference
between inference and deterministic conclusion.
In statistics, there two different philosophies con-
sidered, the Fisher philosophy, also called the fre-
quency approach,and the Bayes philosophy, using
prior and posterior distribution knowledge (Leonard
and Hsu,1999), in other words conditional proba-
bilities. It has been shown that Bayesian methods
are the most appropriate approach for modeling
of biological systems, because it readily allows ana-
lyzing data against the background of their actu-
al biological context (Gupta, 2012).

2.7 Some Remarks on Machine Learning

Machine learning is an important aspect of arti-
ficial intelligence (Carbonell et al., 1983). The origin
of machine learning goes back to the late 50s. It
was characterized as a " ... field of study that gives
computers the ability to learn without being explic-

Figure 1 Schematic of machine learning. Machine learning can be realized by two different strategies. Unsupervised lear-
ning only uses input data and identifies structures in the data. Supervised learning uses training data to create a predicti-
ve data model, which subsequently is applied to new input data. Typically, supervised learning is done in a recursive man-
ner, thereby refining the predictive data model more and more (source: Mathworks Inc. 2017).

Unsupervised Learning =

Clustering

Machine Learning

Classification

Supervised Learning

Regression
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itly programed" (Samuel,1959). It is seen as the right
choice for solving problems that cannot be tack-
led by pure computing. This, of course, is not only
of interest for the life sciences. The financial indus-
try is using machine learning (Mark et al., 2018) for
management of the risks in stock market trading
and credit issuing (Fagella, 2018). Furthermore, it is
also used in marketing (Chow, 2017), for numerous
popular web services (Luckow et al.,, 2017),in man-
ufacturing, energy production, as well as for auto-
motive, public transport,and aviation maintenance
prediction (MathWorks, 2018).

The most important method in what is called
unsupervised machine learning is clustering (Fil-
ippone et al., 2008), i.e. distinguishing and group-
ing elements into subsets of a given set of input
data based on a measure of similarity applied to
the characteristic features of the elements (see fig.
1). With respect to post-processing, this is a divide-
and-conquer strategy, because the overall size of
a data analysis challenge can be split into analyz-
ing a number of subsets.

Supervised learning is based on experience, i.e.
data analyzed for training a particular statistical
model obtained through clustering, classification
and regression. New input data can then be
processed by the trained, predictive model to gen-
erate new information. This is done typically in a
recursive manner to optimize the parameters of
the predictive model.

In general, machine learning is used for data-
driven applications and hence requires enormous
computing power. For many successful applica-
tions, two technological infrastructure innovations
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have been very important, cloud computing and
the involvement of graphical processor units in so-
called GPU computing.

2.8 Hidden Markov models

An important machine learning methodology
in quantitative biology is realized by so-called Hid-
den Markov Models (HMMs) (Baldi and Brunak,
2001b). They are tools to analyze serial data like,
e.g.time series or biological sequences. In the com-
parison of sequences (Krogh, 1994), they are used
to find relationships between sequences by a prob-
abilisticrandom walk through a series of states in
sequence space (Markov chain). Depending on the
selected parameters, new states are either accept-
ed or rejected. Starting from an initial sequence,
intermediate sequence states are generated by
transitions generated by local repetition, mutation,
insertion, and deletion of sequence elements (Fig.
2). Sequence elements can be nucleobases and
amino acids, but also sequence pattern like, e.g.
base triplets or higher multiplets, amino acid pat-
tern characteristic for a particular folding or func-
tion. Accordingly, there are specific transition and
emission parameters for sequence elements. In
terms of Bayesian probabilities, this gives a quan-
titative measure of relatedness with respect to the
section of the sequence space, reached by the
Markov chain.

Usually, a set of refence sequences is taken to
train the model and generate its parameters (Ras-
mussen and Krink, 2003). After optimization the
set of parameters obtained in the individual main

Figure 2 Standard Architecture of a HMM for sequence analysis. Each box represents a particular sequence state, derived
from the start sequence and generated along a series of transformations, represented by the arrows. The number of boxes
inthe middle row (backbone) corresponds to the average length of the starting sequences considered. The horizontal arrows
in the backbone of the HMM represent a linear Markov chain,a random walk through a series of sequences (the main states),
which all have the same length Land differ from their precursor by just one sequence element. Boxes in the upper row cor-
respond to states with deletions of sequence elements, while those in the lower row correspond to insertions of sequence
elements. The reflexive circles at the insertion boxes allow variable lengths of insertions through repetition. Each arrow in
the schema is associate with a transition probability (source: Baldi and Brunak, 2001).
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Figure 3 Perceptron. The perceptron is the building block of feed-forward Artificial Neural Networks. Each input value x;°
from the nodes in the input layer (o) is multiplied with the specific weight factor w; for the respective connection to a

node in the next layer (1), where it is combined with weighted data from other input nodes to calculate the so-called pre-
activation function z.To control the forward feed of the perceptron, a bias node b is added to layer (1). A convolution of z
with an appropriate activation function z (here it is the logistic function) produces the output of the shown perceptron

(source: own representation).
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and intermediate states carry important informa-
tion about the sequences involved. Typical appli-
cations are the identification of coding areas and
protein binding sites of DNA strands.

It should be noted that Hidden Markov Models are
also used in speech recognition, optical character
recognition, and industrial process control (Wind-
mann et al,, 2016). Furthermore, due to their lay-
ered structure, Hidden Markov Models are closely
related to, or may even be seen as a special case of
so-called neural networks, actually one of the most
important concepts in machine learning.

2.9 Artificial neural networks, convolutional
neural networks, and self-organizing maps

As the name already indicates, artificial neural
networks (ANNs) have their origin in the attempt
to simulate and understand the characteristics of
biological neurons. The human brain is assumed
to consist of about 100 x 102 neurons (Herculano-
Houzel, 2009) and about ten times as many glial
cells, involved in a large number of specific net-
works by synaptic connections. On arrival at the
synapse which is formed by an axon terminal of
the emitting neuron and a dendrite of the receiv-
ing neuron, and often coupled to a glial cell, the
electrical signal is transferred by neurotransmit-
ters and, may be maintained, enhanced, attenuat-
ed, or averaged over several signals in the postsy-
naptic neuron.This behavior has been modeled by
so-called perceptrons (McCulloch and Pitts,
1943)(Rosenblatt, 1958)(Stansbury, 2014)(Stansbury,

2014b) (Fig. 3).
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Each input value xA'in the input layer (A\-1=0)
is multiplied with a weight factor wiA specific for
the connection to a node in the next layer A.In each
node, the incoming weighted data items are
summed up and can be modified by the parameter
by, of a so-called bias node. The expression

Z=W;-X%+by

(7)

is sometimes called the pre-activation function
of the signal and is the summation over all data
items coming in from all the nodes of the previous
layer. The actual activation function is typically a
convolution to normalize z to the interval [0,1],
which is achieved, e.g. by the sigmoid logistic
function

_ 1
T1-e?

y (®)

The value of yA calculated in each node of the
layer becomes an input signal for all the nodes of
the next layer (yj)\ — xj)\+1) (Fig. 4).

According to the nature of the problem and the
kind of data available, the number of nodes per
layer can vary. Each node in layer A-1is connected
to each node in the next layer A, and every data
item of a given layer is send to all nodes in the suc-
cessive layer and multiplied with a weight factor,
specific for the particular connection. Accordingly,
the number of parameters in an ANN is of the order
of N-L, with N the average number of nodes per
layer and L the number of layers.

Parametrization of ANNs is usually subject to
supervised learning. An input vector x” is taken
together with an initial guess of the parameters
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Figure 4 An Artificial Neural Network. An artificial neural network in the feed-forward architecture is shown with two hid-
den layers with 3 and 2 perceptrons, respectively, and one node in the output layer. Training the network by back-propa-
gation requires to minimize the deviation of the result vector r’from a target vector ¢ by gradient-descent of the parameters

w’y and b, for each layer (source: own representation).
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vector of the final layer r’is calculated. The output
is compared to a vector of target values t”. The dif-

ference
N
A=) (r-t)
Z’ ’ (9)

has to be minimized, which can be achieved by the
so-called gradient descent method with backprop-
agation.This requires to calculate the gradients

oA or; By,l )
ot = 20—t 57 =20 - ) 5 = 1N
] J J (10)
and
o _ o N
a_ba_z(rj_tj)abl_z(n' t]')abl']_l’ N

()

from which corrections for the respective layer
can be determined. Back propagation means that,
beginning with the output layer, this procedure has
to be repeated for each anterior hidden layer. It
should be noted, however, that the gradient descent
method is subject to the multiple minima prob-
lem.Together with the substantial number of nec-
essary parameters, this is rendering ANNs compu-
tationally demanding. Even though, ANNs have a
really wide spectrum of applications in science
(Musib et al., 2017), medical diagnosis (Kononenko,
2001)(Shen et al., 2017)( Ting et al., 2018), and the
industrial context (Lennox et al., 2001).

Recent developments in the field of ANNs go
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beyond the feed forward architecture.To allow for
more flexibility, the number of hidden layers has
been augmented. In addition, so-called convolu-
tional neural networks (CNNs) have dropped the
restriction of forward transfer and also include con-
nection between nodes within a layer and loops
around nodes. The advantage is in the possibility
to analyze the data in a hierarchical manner, which
is very helpful in image processing and text analy-
sis. Furthermore, CNNs can be used in an unsuper-
vised learning mode (Radford et al., 2016). Working
with multi-layered ANNs and CNNs is often called
deep learning and has become an integral part of
the software infrastructure of many web portals
(Hern, 2016)(Abdulkader et al., 2016). It is also the
basis of what is called predictive analytics (Siegel,
2016), a methodology that is likely to gain enor-
mous influence on web-based business models.
Even though, however,impressive progress in han-
dling complexity has been made, the level reached
today is still negligible compared to the complex-
ity of the human brain (Koch, 2012).

Another type of neural networks is the self-
organizing map (SOM), which has been inspired by
the relationship between an image on the eyes'
retina and the corresponding areas in the visual
cortex of the brain. Accordingly, SOMs seek to map
a dense or contiguous high-dimensional input space
to adiscrete low-dimensional output space (Koho-
nen,1958), thereby compressing information. SOMs
belong into the class of non-supervised learning
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neural networks. In practice one takes a set of nodes
representing the input data, the input layer, and
maps it to another set of nodes, the computation-
al or output layer. Consequently, the assignment
of input nodes to computational nodes is based on
competition and collaboration between the com-
putational nodes. In an iterative procedure, the
weights and interaction parameters of the individ-
ual computational nodes are adjusted to enhance
vicinity to the input nodes based on a (projected)
distance criterion.Typical applications are the opti-
mization of trajectories for robots (Stergiopoulos,
2012), language recognition, signature recognition,
face recognition, seismic data analysis, engineer-
ing (Simula et al.,1999),and industrial process con-
trol (Frey, 2012). In addition, SOMs have also been
used in computer-assisted drug design (Reker et
al,, 2014) for drug target profiling.

2.10 Computer-assisted molecular design and
biomolecular structure prediction

The use of computers in visualizing three-dimen-
sional molecular structures dates back into the
1980s years (Frihbeis et al., 1987). Quantitative
structure-activity relationships based on the com-
parison of molecular structures and their physical,
chemical, biological, pharmacological and toxico-
logical properties have been used to design and
develop new chemical entities for the respective
purposes, ever since (Schneider and Fechner, 2005).
Later on, this has been complemented by methods
of computer-assisted synthesis planning (Hoff-
mann, 2009). In parallel, sophisticated algorithms
have been developed, which are able to predict the
structure of biopolymers. A particular challenge is
the assessment of folding and self-organization of
the molecules. In principle, so-called ab-initio pre-
diction of structures is possible, but computation-
ally very demanding. The requirements of accura-
cy of the necessary parameters are enormous. Other
approaches start from the prediction of secondary
structure elements, whose self-organization is then
searched to complete the structures. Quite success-
ful are pragmatic methods, which predict struc-
tures on the basis of sequence homology to biopoly-
mers with known tree-dimensional structures
(Krieger et al., 2003). The large amount of struc-
tures (140591) (RCSB PDB, 2018) published in the
RSCB Protein Data Bank (Berman et al., 2018)
obtained by x-ray crystallography, multi-dimen-
sional NMR measurements, neutron scattering,
and cryo-electron microscopy support this approach
significantly. Due to its convenience, homology
modeling is widely used in the research and devel-
opment departments the pharmaceutical indus-
try for what is called structure-based or rational
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drug design. Drug target structures are used for
so-called in-silico screening, which is a computa-
tional method of estimating target affinities and
rate drug candidates, before they have been syn-
thesized. It can be seen as an option to reduce the
amount of chemical syntheses necessary for the
development of new drugs (Caldwell, 2015).

2.11 Modeling of biological systems

An important branch of quantitative biology is
the modeling of biological systems (Gunawarde-
na, 2014). The targets of modeling range from molec-
ular aggregates to pathways, to cells, to organisms,
and populations.The phenomena considered com-
prise,e.g. material and heat flux balance, metabol-
ic flux analysis,and population dynamics (Shimizu
and Matsuoka, 2015). The challenge, but also the
motivation, is in modeling and thereby improving
comprehension of biological systems' inherent com-
plexity, a situation, also envisioned in medicine
(Harz, 2017).

There are basically four different directions in
biological systems' modeling. These are (i) the mech-
anistic modeling of processes at various levels, (ii)
the deterministic simulations, using methodolo-
gies originating from many-particle physics and
fluid-dynamics, (iii) artificial neural and other net-
works,and (iv) models based on virtual reality, which,
by means of man-machine interfaces are support-
ing human activities and interventions to biologi-
cal systems.

2.12 Mechanistic modeling and kinetic biological
models

The dynamics of a biological system has two
aspects, internal dynamics and the interaction and
exchange with the system's environment.On a cel-
lular level, this comprises signaling, metabolism,
and material transportation. In addition, there is
the dynamics of growth, regeneration, and repli-
cation, at cellular and organismal level (Chara et
al., 2014). Models used in this context are usually
systems of ordinary differential equations (ODEs).
Examples are kinetic models, and reaction-diffu-
sion models (Britton,1986)(Volpert and Petrovskii,
2009), also named Turing models (Turing, 1952),
which are the most important models to represent
the dynamical behavior of living systems (Raue et
al,,2013). The dynamics of pattern formation (Kondo
and Miura, 2010) and wave propagation, e.g. in sig-
nal transduction, gene expression (Gaffney and
Monk, 2006), tumor growth, and population growth,
can be modeled on the basis of equations like shown
in Fig.s.

A versatile open source software system for
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Figure 5 The Reaction-Diffusion Model. The local concentration of a material u is influenced by its formation, degradati-
on, and diffusion. In a multi-component system with F=F(u,v,w, --), the respective differential equations may no longer

be separable (source: own representation).
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building and analyzing such kind of models is MOR-
PHEUS (StarruR et al., 2014).

2.13 Deterministic and stochastic modeling

In combination with simulations of the time
evolution, deterministic models, which have been
developed for molecular or particle dynamics
(Vlachakis et al.,2014), and fluid dynamics are used
to study, e.g. the system's response to perturba-
tions (Marshall,2017). For mechanical systems, deter-
ministic models are based on equations of motion
that describe the dynamics of the system modeled.
By simulation, one obtains a trajectory,document-
ing the time evolution of the model under the given
conditions. Stochastic methods are used for sys-
tems with significant noise, which can be repre-
sented by random fluctuations. Typical examples
are populations (Sharkey, 2011), whose size fluctu-
ates due to death and reproduction.

Ratherthan looking at a definite trajectory, the
Monte-Carlo method (Frenkel, 1990) can be used
for scanning the models' phase space by an appro-
priate random walk, to guarantee ergodicity of the
scan. Monte-Carlo methods are often used for high-
dimensional systems with many internal interac-
tions.

2.14 Probabilistic biological models

Data-driven biological models are used at all
biological levels. For problems that are not clearly
deterministic, like establishing relationships
between molecular interactions, genetic predispo-
sition, and physiology, models based on Bayesian
statistics like HMM:s are preferred also in medicine
(Couzin, 2004). There are numerous initiatives to
take what is called computational medicine to the
clinic (Winslow et al., 2012). Models at population
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level are of particular interest in epidemiology and
public health surveillance (Zhang et al., 2013).

2.15 Modeling biological networks

Inside living cells, there are two kinds networks,
the network of molecular interactions and the
genetic network of genes. While the network of
molecular interaction is the physical backbone of
cellular functions, the genetic network is an infor-
mation network (Sharan and Ideker,2006). Like the
genetic code itself, both networks underlie evolu-
tionary changes,and homology of networks is valu-
able information, e.g.in the field of synthetic biol-
ogy and in the design of molecular machines. On
the basis of graph theory (Friedman, 2004), these
networks serve to visualize and structure data of
gene expression (Liu, 2018), proteomics,and metab-
olism.They are the basis for information resources
and simulation models for signaling as well as
metabolism of cells. Examples are the E_CELL sys-
tem for generic cell simulations (Tomita et al., 1999),
the EcoCyc system (Keseler et al., 2009) for
Escherichia coli,and the BioCyc system (Karp et al.,
2017) comprising Bacillus subtilis, Saccharomyces
cerevisiae,and Homo sapiens (Romero et al.,2004).

2.16 Biological models for virtual and augmented
reality

Virtual reality is based on image data in com-
bination of hardware for graphical display, audio,
and hardware for haptic interaction and control.
Together, this is an example of a man-machine
interface and has its roots in flight simulators. But
the use of virtual reality has a long tradition also
in medicine (Kaltenborn,1993). It is nowadays well
established for surgical education and training (van
der Meijden and Schijven, 2009), and also applied
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in the recovery of stroke patients (Laver et al.,
2012)(Henderson et al.,2007) and general traumat-
ic brain injury (Zanier et al., 2018). The underlying
data are partly based on geometrical models and
partly on photographicimages, which, after appro-
priate image processing are merged with the math-
ematical model.

Augmented reality is the combination of real-
time visual perception with data and information
from other sources. A typical example is the head-
up display in aircrafts and cars. Information, which
usually is not visible while looking out of the front
window is projected on the window overlaying the
view through the window. This principle is used,
e.g.in liver surgery.The problem of liver surgery is
related the complex vascular networks of this organ,
which can easily be destroyed by surgical interven-
tions, e.g. to remove a tumor, or in liver transplan-
tation. Software systems have been developed that
are able to generate a geometrical model of a
patient's liver from magnetic resonance tomogra-
phy (MRT), x-ray computed tomography (CT),
positron emission tomography (PET), or ultrasound
tomography. The visualized geometrical model of
the liver can be used to plan the surgical interven-
tion (Reitinger et al., 2006),and in real-time to sup-
port surgeons by projecting the blood vessels onto
the surface of the organ (Christ et al., 2017).

3 The present situation

Even though, in the course of the last two cen-
turies, scientists have accumulated a plethora of
biological observations, data, and knowledge,
numerous open questions and uncertainties are
still left (Levin, 2006)(Adams, 2013). Hence, to
advance life sciences and its applications, and
exploitations, many experts see the necessity of
interdisciplinary collaborations of biologists, stat-
isticians,and mathematicians (Hastings, 2005)(Hef-
felfinger et al., 2004), which actually is the core of
data-driven quantitative biology. It is important
now, to enable and support such collaborations,
not only for academic research, but also for life sci-
ences industries' research and development. It
should be noted, however, that such collaborations
are not trivial, due to differences in terminology
and methodology (Ledford, 2015). In other words,
progress based on data and innovative methods,
is not an automatism. The way has to be paved
(Bialek and Botstein, 2004).

4 Future options for medicine and the
healthcare industry

The pharmaceutical industry is in a difficult sit-
uation.Therapeutic medical interventions, includ-
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ing medications, can be curative, or can serve for
disease maintenance. But they can also be just pal-
liative, if the stability of a patient's status cannot
be maintained any longer. In recent decades, this
has been a comfortable situation for the pharma-
ceutical industry in that drugs were administered
for an ever-increasing time span between initial
diagnosis of an indication and the death of the
patient.

The growing financial burden emerging from
healthcare systems all over the world (Cunning-
ham, 2010)(Dickman et al.,2016), however, has pro-
voked criticism of the pharmaceutical industry's
business model (PriceWaterhouseCoopers,
2009)(Tyson, 2015). In addition, reimbursement of
new drugs that the pharma industry is bringing to
the market, is more and more coupled to proven
superiority with respect to drugs already on the
market. Furthermore, agreements on outcome-
based reimbursement between pharmaceutical
companies and health insurances are becoming
more and more common. This puts the pharma-
ceutical industry under enormous innovation pres-
sure (Taylor, 2015)(Thakor et al., 2017), in particular
against the background of difficulties in feeding
the R&D pipelines and attrition rates of 80-90%
on the way to approval (Caldwell, 2015)(Elsevier
white paper,2017).On the long termit is clear that
the pharmaceutical and healthcare industry can-
not just continue to optimize existing methodolo-
gies and processes. Instead, the data-driven
approaches of quantitative biology are an option,
to make use of recent scientific progress, chang-
ing business models at the same time.

5 Recent scientific progress: options for
the healthcare industry

Biological research of recent decades has brought
out a number of remarkable achievements. It can
be seen already today in science that future progress
is coupled to data-driven methodologies of quan-
titative biology, described in the sections above.
Healthcare systems and healthcare industry will
have to integrate this kind of methodologies to be
able to capture the full potential of the new achieve-
ments.Some important examples are given in the
following.

Non-coding RNAs that are transcribed from the
respective stretches of the genomic DNA, but not
further translated into polypeptides exist in virtu-
ally all types of cells in all three domains (archaea,
prokaryotes, eukaryotes) of biology. A special class
of those endogenic RNAs, the micro-RNAs, have
been shown to be involved in the regulation of gene
expression (Morris, 2008). Being also part of an
additional system of inter-cellular, inter-tissue, and
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inter-species communication, they are released,
together with proteins, other types of RNA, and also
DNA, in extracellular vesicles, which in turn can be
internalized by other cells. The molecular load of
such vesicles has been recognized as a source of
useful biomarkers and diagnostics for many dys-
functional phenomena and disease states (Mack,
2007)(Wang, et al., 2016).

A special class of small non-coding RNAs are
the small inductive RNAs (siRNAs) (Zamore et al,,
2000)(lvanova et al., 2006). In contrast to the microR-
NAs they are double-stranded and exogenic. In the
hands of molecular biologists, they serve as an
important possibility for handling and controlling
living cells, e.g. stem cells. They too, are a means of
controlling gene expression, and probably will
belong to new therapeutic tool boxes for future
therapeutic concepts in molecular and systems
medicine (Wittrup and Lieberman, 2015).

Another important achievement is the possi-
bility to analyze single cells (Wang and Bodovitz,
2010)(Grln and van Oudenaarden, 2015)(Wang and
Navin, 2015), comprising genomics, transcriptomics,
proteomics, and metabolomics at single cell reso-
lution. Though the majority of applications is in
cancer research and has provided deep insight into
the cancer genome and tumor development (Zhang
et al,,2016), there are also applications in neurolo-
gy and microbiome research. Altogether, this gives
a new perspective for the meaning of precision or
evidence-based medicine (Harz, 2017).

The ability, to induce pluripotent human stem
cells from adult human skin cells (Takahashi et al.,
2007) has opened up entirely new and ethically
acceptable perspectives for regenerative medicine
(Kang et al., 2016).This has to be seen also against
the background of the status of synthetic biology
(Cameron et al., 2014), which is about to become
an important factor in the synthesis of drugs (Pad-
don and Keasling, 2014). In addition, particular appli-
cations for the medical sector begin to show prom-
ising results in diagnostics (Slomovic et al., 2015),
the treatment of infectious diseases by bacterio-
phages and the treatment of cancer by means of
engineered bacteria (Ruder et al.,2011),and the use
of engineered bacteria (Zhou, 2016) and blood cells
(Alapan et al., 2018) as drug carriers.

The spectacular accomplishment of utilizing
the prokaryotic immune system for genome edit-
ing by means of the CRISPR-Casg system and com-
parable systems (Garrett et al., 2011)(Gaj et al,,
2013)(Lee et al., 2018)(Behler et al.,2018), is a break-
through for synthetic biology and likely to induce
a substantial change of paradigm in the future of
healthcare. The possibility of directly curing genet-
ic diseases appears in a new light. Not disregard-
ing safety and ethical issues, one has to note that
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genome editing is about to bring therapeutic inter-
ventions to a new level that is likely to reduce the
duration of treatments drastically. This should be
kept in mind, when talking about the cost of med-
ical genome editing.

The consequent advancement of using large
biomolecules for therapeutic purposes is the
employment of patients' own modified cells, which
is another application of synthetic biology. In the
future, autologous stem or progenitor cells, mod-
ified by genome editing will be used to treat can-
cer,genetic diseases, and retroviral infections. Such
therapeutic cells are an example of what is called
advanced therapy medical products (ATMP) (Hanna
et al.,, 2016). Of course, several hurdles still have to
be surmounted. One of them is given by the situ-
ation that programming of autologous cells has to
be done in a near-patient setting, which typically
does not meet GMP requirements and hence will
need special attention and care of regulatory agen-
cies (Maciulaitis et al., 2012).

On the other hand, production and routine appli-
cation of ATMPs requires personnel with new qual-
ifications, different from current medical and health-
care educational profiles. It can be expected that
there will be a new kind of industry, let's call it the
"advanced therapeutic industry", which will be man-
ufacturer and service provider at the same time.
Due to the complexity of the related liability situ-
ation, it is not very likely that the traditional "big
pharma" industry will be directly involved in this
kind of healthcare business.

It is easy toimagine that the new scientificand
technological trends, based on data-driven meth-
ods, need special expertise. The data scientist will
have a key function in future developments (Marx,
2013), be it in a scientific or a commercial environ-
ment. Of course, there will be different "flavors"
depending on the origin and type of data. Accord-
ingly, besides the qualification in computer science,
statistics, and mathematics, data scientists will
need further training in the fields of origin of the
data. Universities are required to pave the way
defining and configuring the respective curricula.

In summary, modern methods and technolo-
gies, which have found their way into the life sci-
ences enable to look at living systems with an
unprecedented resolution at atomistic, molecular,
meso-, and macroscales. At the same time, gigan-
ticamounts of data are generated and need care-
ful data-driven analysis, to really capture the value
of these data and to augment knowledge and
understanding. For the future, this will be a sound
basis for commercial exploitation of the new
methodologies and technologies. Let me conclude
with a statement by Nobel laureate Richard Feyn-
man who said: "People who wish to analyze nature
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without using mathematics must settle for a
reduced understanding."
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