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Introduction and objective

* This presentation is designed to explain to the workshop participants the system of legal
provisions for haemovigilance based on therapeutic products legislation.

* In particular, the participants should be made aware of the possible sanctions in criminal
and administrative law, as well as the consequences, if the reporting obligation is violated
by the Responsible Person for haemovigilance.

* This set of slides is designed for self-study and includes hyperlinks to the relevant legal and
regulatory provisions so that readers can look up and quickly find the relevant provisions
(including during their day-to-day work).
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Conflict between no-blame culture and the legal consequences
of violating reporting obligations

e The "no-blame culture" is hugely important and right when it comes to investigating incidents.
The aim is to call the processes into question, not people.

e However, the no-blame culture is not applicable to criminal breaches of the obligations and
conditions specified in therapeutic products legislation.

e When they assume their role, the Responsible Persons for HV enter into a commitment and
therefore become (even indirectly) liable.

e The aim of this training is to explain the obligations of the Responsible Person for HV.

e Using legal examples and directives, the presentation aims to demonstrate how the
Responsible Persons for HV can prove that they are complying with their obligations.

o Even though it sounds trivial: every promptly submitted report is a breach of duty avoided.
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The general due diligence arising from therapeutic products
legislation

The obligations listed below can be attributed to the general due diligence arising from
therapeutic products legislation. This is laid down in Ari. 3 of the Therapeutic Products Act
(HMG, SR 821.12). This is a specific duty of care enshrined in the law, since the management of
therapeutic products is particularly complex and fraught with risk.

"Any person handling therapeutic products (note: this term covers medicinal products and
medical devices) must take all measures necessary according to the state of the art to ensure
that human or animal health is not endangered." Blood and blood products are considered to be
medicinal products (Art. 2 para. 1 let. a in conjunction with Art. 4 para. 1 let. a TPA).

The systematic collection and evaluation of data on transfusion reactions and quality defects
enables transfusion risks to be identified as part of the due diligence specified in Art. 3 TPA and
recommendations for optimising haemotherapy to be drawn up.
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https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_3
https://fedlex.data.admin.ch/eli/cc/2001/422/en

The term "vigilance" in therapeutics products legislation

e Pharmacovigilance (medicinal products)
e Haemovigilance (blood and blood products)
e Materiovigilance (medical devices)

Although the legal basis is identical for these aspects (58 f. TPA, see following slides), the
reporting obligations and reporting routes differ according to their specific natures at the
ordinance level (see in particular the following collection of links).
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https://www.swissmedic.ch/swissmedic/en/home/humanarzneimittel/market-surveillance/pharmacovigilance/vigilance-system.html

The hierarchy of the legal system in general
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The position of the ordinance in the hierarchy of the legal
system

« Ordinances are legislative enactments that are subsidiary to the Constitution and to the acts of
law. They enact the provisions of the acts, in this case the Therapeutic Products Act, and
supplement and complete these provisions (see Lexicon of parliamentary terms).

* The body that issues ordinances at federal level is primarily the executive, i.e. the Federal
Council.

* In relation to haemovigilance, and therefore to this learning unit, the Therapeutic Products
Ordinance (TPO) and the Medicinal Products Licensing Ordinance (MPLO) are key
ordinances (see following slides). These contain the relevant detailed rulings on the
reporting obligations and the reporting system.
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https://www.parlament.ch/en/%C3%BCber-das-parlament/parlamentsw%C3%B6rterbuch/parlamentsw%C3%B6rterbuch-detail?WordId=49
https://www.parlament.ch/en/%C3%BCber-das-parlament/parlamentsw%C3%B6rterbuch/parlamentsw%C3%B6rterbuch-detail?WordId=65
https://www.parlament.ch/en/%C3%BCber-das-parlament/parlamentsw%C3%B6rterbuch/parlamentsw%C3%B6rterbuch-detail?WordId=26
https://www.parlament.ch/en/%C3%BCber-das-parlament/parlamentsw%C3%B6rterbuch
https://www.fedlex.admin.ch/eli/cc/2018/588/en
https://www.fedlex.admin.ch/eli/cc/2018/786/en

Legal framework for haemovigilance

Therapeutic
Products Act (TPA)

Therapeutic Medicinal Products
Products Licensing
Ordinance (TPO) Ordinance (MPLO)




Legal framework for vigilance

Art. 58 TPA (Market surveillance)

« According to Art. 58 para. 1 TPA the Agency (i.e. Swissmedic) and the other authorities

entrusted with the enforcement of the Therapeutic Products Act shall monitor, within the limits
of their powers, whether manufacture, distribution, dispensing and maintenance of — and any
claims relating to — therapeutic products are lawful. They shall verify by periodic inspection
that the conditions for the licences are still fulfilled.

« According to Art. 58 para. 3 TPA the Agency shall be responsible for monitoring the safety of
therapeutic products. To this effect, it shall in particular collect the notifications referred
to in Article 59, evaluate them, and take the necessary administrative measures (see
also Art. 66 TPA).
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https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_58
https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_58
https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_66

Legal framework for vigilance

Art. 59 paras. 1 and 2 TPA (Mandatory notification in dispensing
and use)

« According to Art. 59 para. 1 TPA any person manufacturing or distributing ready-to-use
therapeutic products must put in place a reporting system. That person must notify the
Agency of any adverse effect or incident which:

° is or may be attributable to the therapeutic product itself, its use or to incorrect labelling or instructions
(let. a);

* may endanger or damage the health of the consumer, patient or third party or of the treated animals
(let. b)

 According to paragraph 2 any person manufacturing or distributing therapeutic products must
furthermore notify the Agency of any quality defects and any further findings and
assessments which could influence the basis of evaluation.
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https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_59
https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_59

Legal framework for vigilance

Art. 59 para. 3 TPA (Mandatory notification in manufacture and

distribution)

"Any person who professionally dispenses therapeutic products or administers them to humans
or animals or who is entitled to do so as medical personnel must notify the Agency of any
serious or previously unknown adverse effects and incidents, observations of other
serious and previously unknown circumstances or quality defects that are of significance
for drug safety (para. 3)."
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https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_59

Ordinance-based framework / specific details at the level of the Therapeutic Products Ordinance

Mandatory notification for the manufacturer or marketing
authorisation holder (Art. 61 and 62 TPO)

« Art. 61 TPO (Reporting obligation in general)

» Timelines according to Art. 62 TPO:

1The following adverse drug reactions should be reported after they come to light within

a. 15 days

1. Serious adverse drug reactions

2. Clusters of known or previously unknown adverse drug reactions
b. 60 days: previously unknown, non-serious adverse drug reactions

2 Safety signals should be reported after they are identified

a. without delay, but at the latest within five days if the safety signals require prompt measures to
maintain drug safety
b. within 15 days for other safety signals with a serious hazard potential

3 Quality defects identified in Switzerland or abroad according to Article 61 paragraph 6 should be
reported to Swissmedic without delay, but at the latest 15 days after they come to light.
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https://www.fedlex.admin.ch/eli/cc/2018/588/de#art_61
https://www.fedlex.admin.ch/eli/cc/2018/588/de#art_62

Ordinance-based framework / specific details at the level of the Therapeutic Products Ordinance

Mandatory notification for users and dispensers (Art. 63 TPO)

e Art. 63 TPO (Mandatory notification for persons whose use and dispense medicinal products
on a professional basis or are authorised to do so).

e Timelines according to Art. 63 para. 3 TPO:

"Serious adverse drug reactions or observations of serious circumstances must be
reported within 15 days. Suspected quality defects must be reported without delay, but no
later than 15 days after they come to light. All other reportable events must be reported
within 60 days."
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https://www.fedlex.admin.ch/eli/cc/2018/588/de#art_63
https://www.fedlex.admin.ch/eli/cc/2018/588/de#art_63

Target groups in haemovigilance

Manufacture oo
and transf_usion
distribution services
Transfusing
Use and institution, e.g.

hospital

dispensin
p 9 Laboratories




Ordinance-based framework / specific details at the level of the Therapeutic Products Ordinance

Reporting system (Art. 65 TPO, particularly para. 4 in respect of
labile blood products)

Art. 65 Reporting system

T Anyone manufacturing medicinal products or distributing ready-to-use medicinal products must

ensure that all information that must be reported is collated by a centralised unit at the marketing
authorisation holder or manufacturer. This infgrmation must be evaluated on an ongoing basis and the
relevant risk mitigation measures must be tgaken.

2 The reporting office required under parggraph 1 must ensure that the information that must be

reported is forwarded to Swissmedic cgrrectly. It is responsible for the complete and timely response
to questions from Swissmedic in coniection with the risks of the medicinal product.

3 The marketing authorisation holgér or the manufacturer must designate a qualified person who is

responsible for complying with the reporting duty with respect to adverse drug effects. It may transfer
this duty to a suitable third pafy. The requirements of the qualified person are stipulated in Article 12,
paragraph 1, letter d and Ardcle 12 paragraph 2 MPLO.

4Institutions that use labile blood products shall establish a quality assurance system for the use of

labile blood products according to the current state of medical science and technology. These
institutions designate a person who is responsible for fulfiling the reporting duties.
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https://www.fedlex.admin.ch/eli/cc/2018/588/de#art_65

Ordinance-based framework / specific details at the level of the Therapeutic Products Ordinance

Reporting system (Art. 65 TPO, particularly para. 4 in respect of
labile blood products)

e Institutions that use labile blood products shall establish a quality assurance system for the
use of labile blood products according to the current state of medical science and technology.
They shall designate a person who is responsible for fulfilling the reporting obligation.

e This obligation applies to all institutions that perform transfusions of labile blood
products, particularly hospitals and doctors' practices.
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https://www.fedlex.admin.ch/eli/cc/2018/588/de#art_65

Ordinance-based framework / specific details at the level of the Medicinal Products Licensing Ordinance

Section 5, Special provisions for blood and blood products
Art. 27 ff. MPLO

e |In specific provisions, the MPLO regulates the "extracting of blood for transfusions or for the
manufacture of medicinal products together with other essential elements of transfusion safety
in handling blood and labile blood products" (Ari. 1 para. 1 let. e MPLO).

e Next, the obligations of the Responsible Person for haemovigilance in particular (Art. 28
VIPLO in conjunction with Art. 65 TPO, see previous slide 15) as well as the consequences of
violating these specific obligations are presented.
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https://www.fedlex.admin.ch/eli/cc/2018/786/en#art_1
https://www.fedlex.admin.ch/eli/cc/2018/786/en#art_1
https://www.fedlex.admin.ch/eli/cc/2018/786/en#art_28
https://www.fedlex.admin.ch/eli/cc/2018/588/de#art_65

Ordinance-based framework / specific details at the level of the Medicinal Products Licensing Ordinance

The Responsible Person for haemovigilance (Art. 28 MPLO)

e According to Article 28 para. 1 MPLO, the holder of a licence for activities with blood or labile
blood products must appoint a person responsible for haemovigilance. This obligation applies
particularly to manufacturers of labile blood products, i.e. specifically the blood transfusion
services.

e According to Art. 28 para. 2 MPLO this person must be a doctor and have the appropriate
technical knowledge. This person has an obligation to report adverse drug reactions in
accordance with Articles 61 and 65 TPO (see slides 12. ff) (Ari. 28 para. 3 MPLO).
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https://www.fedlex.admin.ch/eli/cc/2018/786/en#art_28
https://www.fedlex.admin.ch/eli/cc/2018/786/en#art_28

Ordinance-based framework / specific details at the level of the Medicinal Products Licensing Ordinance

The Responsible Person for haemovigilance (Art. 28 MPLO)

« Swissmedic may also recognise persons with other professional qualifications as
Responsible Persons, provided they possess sufficient knowledge and experience. While
Responsible Persons do not need to be employees of the company, their responsibilities must
in all cases be defined in writing (Art. 28 para. 4 and 5 MPLO).

« Recognition of this kind may be considered, for example, if the institution has a transfusion
committee. The RPHv must also have access to the relevant data at all times so that these
can be forwarded to Swissmedic or so that related questions can be answered.
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https://www.fedlex.admin.ch/eli/cc/2018/786/en#art_28

Administrative measures in the event of violations of the reporting obligation

Art. 66 TPA (Administrative measures)

* In the event of breaches of the provisions of therapeutic products legislation, according to Art.
66 para. 1 TPA Swissmedic is obliged to take the administrative measures needed to restore
the state of law and to correct the irregularities. In particular, according to Paragraph 2 of this
provision, Swissmedic may "raise objections and set an appropriate time period for restoring
the state of law" (let. a) or "suspend or revoke licences [...]" (let. b).

« Administrative measures therefore primarily affect the institution at fault. They should be
understood as legal interventions designed to protect public health, in line with the purpose of
the Therapeutic Products Act (Art. 1 TPA).
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https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_66
https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_1

Criminal sanctions in the event of violations of the reporting obligation

The purpose of the criminal provisions of the TPA (Art. 86 f. TPA)

* In contrast to the administrative measures, which are designed to restore the state of law (in
order to protect public health) (see in particular Ari. 66 TPA), the criminal provisions (Art. 86 ff.
TPA) focus on the penalties imposed on the individual person (in this case the Responsible
Person for haemovigilance) who is in breach of the obligations specified in therapeutic
products legislation.

* The primary purpose of criminal sanctions is general prevention, by deterring third persons
from becoming further potential perpetrators of a crime through threats and enforcement. In
other words, it is designed to maintain the legal order.
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https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_66
https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_86

Criminal sanctions in the event of violations of the reporting obligation

The prosecutorial powers of Swissmedic

"Swissmedic's competence with regard to penal prosecution includes offences against
legislation on therapeutic products as long as the enforcement measures fall within the area of
responsibility of the Agency, which includes, in particular, manufacture, wholesale trade, cross-
border trade and advertising. Violations in connection with the use and dispensing of therapeutic
products are, however, the responsibility of the Cantonal prosecution authorities. For cases that
fall within the competence of both Swissmedic and the Cantons, Swissmedic may delegate its
area of responsibility to the Cantonal prosecutor's office and by doing so initiate the so-called
unification of proceedings. Swissmedic may impose fines and penalties, as well as take
measures (e.q. confiscations) directly, in the form of summary penalty orders and rulings. If
custodial sentences come into question, it is mandatory for the sentence to be passed by a
Cantonal court. Should the case come before a court, Swissmedic represents the prosecution”
(see Swissmedic website on Penal Law).
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https://www.swissmedic.ch/swissmedic/en/home/legal/penal-law.html

Criminal sanctions in the event of violations of the reporting obligation

Art. 86 para. 1 let. c TPA (Violation of provisions on
haemovigilance)

» According to Art. 86 para. 1 let. ¢ TPA a custodial sentence not exceeding three years or
a monetary penalty shall be imposed on any person who wilfully violates, when handling
blood or blood products, the provisions on the fithess of the donor to give blood, on the
obligation to test, on the obligation to record or archive or due diligence requirements in
accordance with Article 37 MPLO, or fails to take the necessary protections and safeguards
(including, in particular, the look-back procedure).

- A custodial sentence not exceeding ten years, which may be combined with a monetary
penalty, or a monetary penalty shall be imposed on any person who knows or must assume
that the violation specifically endangers human health or who achieves a high turnover or
makes substantial profits through commercial activity, or any person acting as a member of a
gang involved in the illicit trade in therapeutic products (Art. 86 para. 2 let. a and b and para.
3 TPA).
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https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_86
https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_86

Criminal sanctions in the event of violations of the reporting obligation

Art. 87 para. 1 let. c and d TPA (Other offences)

e According to Art. 87 para. 1 TPA a fine not exceeding 50,000 Swiss francs shall be imposed

on any person who wilfully violates an obligation under this Act to notify or disclose (let. c) or
e label, keep records, archive or cooperate (let. d).

e Delayed reporting (see slides 12 ff. above on the reporting timelines) also constitutes a
violation of the reporting obligation.

e N.B.: Near misses must also be reported.
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https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_87

Criminal sanctions in the event of violations of the reporting obligation

Limitation period for criminal prosecutions

e Violations of Art. 86 TPA

o Basic offence (custodial sentence not exceeding three years)
=10 years (Art. 97 para. 1 let. ¢ SCC) (calculated from the date of the offence)

o Qualified offence (Art. 86 para. 2 TPA, custodial sentence not exceeding 10 years)
—15 years (Art. 97 para. 1 let. b SCC)

e Violations of Art. 87 TPA
o Basic offence (fine)
=5 years (Art. 87 para. 5 TPA)

o Qualified offence (Art. 87 para. 2 TPA, monetary penalty not exceeding 180 daily penalty units)
—7 years (Art. 97 para. 1 let. d SCC)
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https://www.fedlex.admin.ch/eli/cc/54/757_781_799/en#art_97
https://www.fedlex.admin.ch/eli/cc/54/757_781_799/en#art_97
https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_87
https://www.fedlex.admin.ch/eli/cc/54/757_781_799/en#art_97

Criminal sanctions in the event of violations of the reporting obligation

Other possible offences

e |f the incorrect behaviour resulted in physical injury or even a fatality, the penalties stated in
the Swiss Criminal Code (SCC) apply:
o Common assault: Custodial sentence not exceeding three years or monetary penalty (Art. 123 SCC);
o Serious assault: Custodial sentence of at least six months and no more than 10 years (Art. 122 SCC);

° Homicide through negligence: Custodial sentence not exceeding three years or monetary penalty (Art.
117 SCC);

o (Reckless) intentional homicide: Custodial sentence of at least 5 years (Art. 111 SCC) and no more
than 20 years (Art. 40 SCC).

- These offences are prosecuted by the cantonal public prosecutors.

—|If a breach of the TPA exists concurrently, the prosecution is delegated in such situations by
Swissmedic to the Canton (Art. 90 para. 4 TPA).
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https://www.fedlex.admin.ch/eli/cc/54/757_781_799/en#art_123
https://www.fedlex.admin.ch/eli/cc/54/757_781_799/en#art_122
https://www.fedlex.admin.ch/eli/cc/54/757_781_799/enart_117
https://www.fedlex.admin.ch/eli/cc/54/757_781_799/en#art_111
https://www.fedlex.admin.ch/eli/cc/54/757_781_799/en#art_40
https://www.fedlex.admin.ch/eli/cc/2001/422/en#art_90

Criminal sanctions in the event of violations of the reporting obligation

Negligent acts

* In cases according to both Art. 86 and Art. 87 TPA, negligent acts are punishable.

« A person commits a felony or misdemeanour through negligence if they fail to consider, or
disregard, the consequences of their conduct due to a culpable lack of care. A lack of care is
culpable if the person fails to exercise the care that is incumbent on them in the circumstances
and commensurate with their personal capabilities.

 For felonies and misdemeanours specified in Art. 86 TPA, this means that a monetary penalty
not exceeding 180 daily penalty units can be imposed. In minor cases, a fine may be imposed.
For contraventions as stated in Art. 87 TPA, a fine not exceeding 20,000 Swiss francs is
imposed if the person has acted negligently.
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Criminal sanctions in the event of violations of the reporting obligation

Negligence vs. recklessness vs. intent

o (Wilful) negligence
° The offender was aware of the risk
o Confidence in the belief that the outcome would not occur ("Nothing will happen in any case")

e Recklessness
° The likelihood of the risk scenario being borne out is accepted
° The risk is considered acceptable ("If it happens, then so be it")

e Intent

° The offender knows that their own action will lead to the risk scenario being borne out (or this even
constitutes the aim of their action)
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Criminal sanctions in the event of violations of the reporting obligation

Differences between administrative proceedings and criminal

proceedings

Administrative proceedings Criminal proceedings

Future-oriented:
- Correction of deficiencies
- Avoidance of further incidents

Focus on institution / processes / workflows
Duty to cooperate
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Past-oriented:

- Determination of the sequence of events and
responsibilities

- Sanctioning of violations

Focus on individual / responsibilities

Right of refusal to make a statement




Practical example
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Practical example

Example: Criminal proceedings against Responsible Person for HV

Background
o Fatality classed as a TRALI (October 2017)

e The incident had been processed immediately together with the blood transfusion centre with
the aim of analysing the pRBC units (which were subsequently released)

e The report was only submitted 10 months later by e-mail (form was dated 4 months after the
incident, but there was no evidence of a postal delivery)

e The blood transfusion centre did not receive any report during the same period
e Otherwise, the course of action and reaction in the hospital and transfusion centre had been
correct

Outcome of interview with the Responsible Person for HV

- Basically insightful; cited lack of time due to staff shortages as one of the reasons
- Had assumed that the blood transfusion centre would report the incident

- Adequate training of (hospital-affiliated) doctors proved to be lacking
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Practical example

Example: Criminal proceedings against Responsible Person for HV

Assessment under criminal law

e The deadline (15 days) was greatly exceeded

e Reporting to the BT centre was not judged to be adequate and did not absolve HV from the
obligation to ensure that a report was properly submitted
° Reporting via BT centre is conceivable
° The hospital remains responsible for ensuring that reports are properly submitted
° Delegation requires a defined procedure incl. feedback to the hospital about the submitted report
° |f feedback is not received, the hospital would have to ensure compliance with the timeline

e Poor training of medical personnel: not a case of criminal omission
(ultimately in the interests of the Responsible Persons for HV themselves so that they are
exonerated)

e No risk to other people

e No other breaches

- Outcome: the Responsible Person for HV was fined CHF 500.
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Side note: Revision of the TPA

e The revised version of the TPA entered into force on 1.1.2019. This involved a complete
revision and restructuring of the penal provisions.

e Until 31.12.2018, Art. 86 TPA was only rarely applicable because it had to be possible to
identify a specific threat to health.

e Violations without any specific risk were punished according to Art. 87 TPA. Therefore, the
maximum penalty of CHF 50,000 also applied to relatively serious violations.

e Since 1.1.2019, Art. 86 TPA applies even without a threat to health.

»Since 1.1.2019, the violation of the reporting obligation described above would
therefore have been punished with a higher fine.
»Note: Fines of CHF 5,000 and above are entered in the Register of Criminal Convictions.
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