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Abstract

The governance of international collaborative clinical research (ICR) stands
at the intersection of at least three normative orders: domestic health law,
international treaty regimes, and research ethics frameworks. Existing coordi-
nation mechanisms leave significant lacunae in jurisdiction, liability allocation,
data sovereignty, and cross-cultural informed consent. This paper develops a
governance framework grounded simultaneously in private international law
methodology and contemporary research ethics theory. Drawing on an onto-
logical decomposition of collaborative research relationships into six categories
(entities, relations, attributes, events, processes, and states), and employing
PIL as an intermediate language that routes each ontological element to its
applicable domestic legal order, we diagnose the current normative landscape

and propose targeted, operationalisable policy recommendations.

Keywords: private international law; research ethics; international clinical re-
search; governance; multilateral framework; informed consent; data sovereignty;

jurisdiction
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Part 1

Overview: Research Definition,
Objectives, and Ontological

Foundations

1. Purpose, Scope, and Research Objectives

1.1. Background and Motivation

International collaborative clinical research has expanded dramatically over the past
two decades. Multi-site trials spanning multiple legal jurisdictions have become
standard practice in pharmaceutical development, epidemiology, and translational
medicine. Yet the governance infrastructure that was adequate for bilateral agree-
ments among states sharing similar legal traditions has not kept pace with a research
landscape that now routinely involves sponsors, contract research organisations, in-
vestigator sites, data custodians, and participants distributed across five or more

distinct legal systems.

The inadequacy raises substantive questions of justice: under which legal order
are participants’ rights protected when harm occurs? Which law governs the validity
of an informed-consent procedure conducted in a language that is neither the spon-
sor’s nor the participant’s mother tongue? Who owns genomic data generated by a
site in one country, processed by an algorithm developed in a second, and stored on
servers in a third? These questions are not answered, and in many cases not even

posed, by current regulatory frameworks.

This paper addresses the governance deficit by constructing a framework that is
simultaneously (i) legally rigorous, rooted in private international law methodology;
(ii) ethically defensible, grounded in cross-culturally validated research ethics prin-
ciples; and (iii) operationally tractable, yielding actionable recommendations rather

than normative ideals.

1.2. Scope

The paper focuses on collaborative clinical research, defined as research in which
at least two legally distinct institutions located in at least two sovereign jurisdic-

tions jointly plan, conduct, analyse, and disseminate findings from a study involving
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human participants. “Clinical research” is taken broadly to include interventional
trials, observational cohort studies, biobanking projects, and genomic research, but
excludes purely epidemiological surveillance conducted by public health authorities

exercising sovereign powers.

Mustrative examples are drawn primarily from East Asian regulatory contexts
(Japan, China) and their interactions with European and North American research

systems, reflecting the author’s empirical background.

1.3. Research Objectives

1. Descriptive objective. To map the current normative landscape of inter-
national collaborative clinical research governance, identifying existing legal
instruments, institutional practices, and ethical standards, and their limita-

tions.

2. Analytical objective. To diagnose the gap between the current landscape
and the normative ideals of efficiency, operationality, controllability, and ethi-

cal adequacy, using the ontological framework of §2.

3. Prescriptive objective. To derive targeted, jurisdiction-sensitive policy rec-
ommendations aimed at closing identified gaps, addressable to distinct stake-

holder categories.

2. Ontological Analysis

2.1. Motivation for an Explicit Ontology

Governance frameworks are only as coherent as the conceptual vocabulary they
employ. An explicit ontology provides the conceptual foundation on which both
legal analysis and ethical argument can be built. Following the general ontology
widely adopted in social-science methodology [15], we distinguish six fundamental

ontological categories:

1. Entities: the independently existing objects of inquiry, including persons,

institutions, documents, biological specimens, and datasets.

2. Relations: durable, structured connections between entities, including con-

tractual bonds, regulatory mandates, and sponsorship arrangements.

3. Attributes: properties inhering in entities or relations, including nationality,

competence, vulnerability, and scientific merit.
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2.2,

. Events: spatiotemporally bounded occurrences such as the signing of a con-

tract, the occurrence of an adverse reaction, and cross-border data transfer.

Processes: temporally extended sequences of causally connected events, in-

cluding the informed-consent procedure and the ethical review process.

States: stable configurations that obtain over a period, such as a participant’s

enrolled status or a study’s regulatory approval state.

The Epistemological Question

Once the ontological categories are fixed, the epistemological question concerns how

we come to know instances of each category in the specific context of ICR. The

relevant epistemology is not purely empirical: legal facts are institutional facts whose

existence is constituted by normative recognition [15]. A participant is enrolled not

merely by having ingested a study drug but by being in a state recognised as enrolled

by the applicable regulatory and ethical framework.

3.

Research Questions

The central research question is:

How, within a multilateral legal and cultural framework, can the six on-
tological elements of ICR be understood (epistemological dimension) and
organised into an operationalisable, efficient, and evaluable governance

framework (practical dimension)?

Subsidiary questions:

SQl.

SQ2.

SQs3.

SQ4.

What legal instruments and regulatory regimes currently govern the six onto-
logical categories in cross-border clinical research, and where do they conflict

or remain silent?

How do dominant research ethics frameworks differ in their treatment of the

six categories, and where are these differences governance-relevant?

What is the measurable gap between current governance practice and the nor-

mative ideals of efficiency, operationality, controllability, and ethical adequacy?

What targeted policy interventions would most effectively close the identified

gaps?
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4. The O—E—P Movement: Methodological Preamble

A governance framework that rests on ontology alone is structurally incomplete.
Knowing what entities, relations, events, processes, and states exist is only the first
moment of analysis. The second moment asks how each element is constituted and
recognised within the distinct normative orders governing international research:
private international law, comparative domestic regulatory law, and cross-cultural
research ethics. The third moment asks what canonical practical activities in clini-
cal research realise these ontological elements under the epistemological conditions
identified at the second moment. The governance gap arises precisely when the
same ontological element is constituted differently across normative orders, or when
the praxeological activity that realises an element in one legal or cultural context
cannot be transposed into another. The full O—E—P mapping for each of the six

categories is presented formally in Part 11, Tables 1-3.

Part 11

Research Methods and Evaluation

Framework

This part presents the methodological architecture of the paper. It serves two com-
plementary functions. First, it specifies the analytical operations that are performed
on the evidence assembled in Part IIT in order to produce the governance gap diag-
nosis of Part IV. Second, it defines the evaluative criteria against which the current
landscape is measured. The methods are placed here—between the problem def-
inition of Part I and the evidentiary record of Part Ill—because they constitute
the interpretive framework within which evidence is both collected and assessed. A
method that is declared after the evidence it governs cannot constrain the selection

of that evidence.

5. Research Design and Epistemological Commitments

5.1. Overall Research Design

The paper adopts a normative-analytical research design that integrates three dis-

tinct methodological orientations, each governing a different part of the paper:
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1. Descriptive-documentary method (Part I1I): systematic reconstruction of
the current normative landscape from primary legal, regulatory, and ethical
sources. The goal at this stage is comprehensiveness and fidelity: to represent
what the relevant normative orders actually require, not what they ideally

should require.

2. Analytical-comparative method (Part IV): structured comparison of the
current landscape against the target normative framework defined in §12 be-
low, producing a diagnosis of governance gaps classified by ontological category

and severity.

3. Prescriptive-design method (Part V): derivation of targeted, feasibility-
constrained policy recommendations from the gap diagnosis, addressed to dis-

tinct categories of stakeholder.

5.2. Epistemological Commitments

The paper adopts two complementary epistemological orientations.

Evidentialism. All claims about the current state of governance are grounded
in publicly verifiable evidence: treaty texts, domestic legislation, regulatory guid-
ance documents, institutional practice records, and peer-reviewed empirical studies.
No claim about the current landscape is advanced on the basis of assumption or
anecdotal illustration alone. Part III functions as the evidentiary record; Part IV
performs the inferential step. These two moments are methodologically separated
to maintain the discipline of evidence-based reasoning: the gap diagnosis emerges

from the evidence, not prior to it.

Methodological Traditionalism. Legal and ethical texts are interpreted within
the tradition of doctrinal development from which they emerge. A treaty provision,
a statutory clause, or a research ethics principle cannot be understood in isolation
from the interpretive history and conceptual vocabulary of the system to which it
belongs. Comparative analysis presupposes, and respects, the internal coherence of

each tradition before mapping across traditions.

These two orientations are not in tension. Evidentialism provides the discipline
of grounding; traditionalism provides the depth of interpretation. Together they

generate claims that are empirically constrained and conceptually precise.
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6. The O—E—P Framework as Analytical Instrument

6.1. The Three Moments

The ontology—epistemology—praxeology framework introduced descriptively in §4
functions in this paper not merely as a descriptive taxonomy but as an analyti-
cal instrument: a procedure for identifying, locating, and diagnosing governance

gaps with precision.

Moment O — Ontology. At this moment we ask: what is this? For each of
the six categories—entity, relation, attribute, event, process, state—we establish a
characterisation that is cross-jurisdictionally stable, prior to any question of how the
element is constituted in a particular legal or ethical system. This is the common
ground on which cross-system comparison rests. Without an agreed ontological
vocabulary, comparison collapses into the confusion of comparing terms rather than

things.

Moment E — Epistemology. At this moment we ask: how is this element con-
stituted and recognised under the dual normative framework? The dual framework
operates at this moment: private international law and domestic regulatory law con-
stitute each element as a legal fact; cross-cultural research ethics constitutes it as
an ethical fact. The same ontological element is often constituted differently across

legal systems and ethical traditions. This is where governance gaps originate.

Moment P — Praxeology. At this moment we ask: what canonical practical
activities in clinical research realise this element under the epistemological conditions
identified at Moment E? Here the governance gap becomes operationally visible:
a praxeological activity that satisfies the requirements of one jurisdiction may be

invalid, inadequate, or technically impossible in another.

Definition 1 (Governance Gap). A governance gap arises when the praxeologi-
cal activity required to realise an ontological element under normative order N;
(jurisdiction A, or ethical tradition 77) is inconsistent with the praxeological ac-
tivity required under normative order Ny (jurisdiction B, or ethical tradition T3),
and both N; and N, simultaneously apply to that element in a given international

collaborative study.

Gaps are classified by the moment at which they arise: an ontological gap (no
shared concept exists); an epistemological gap (contested or inconsistent constitu-

tion); or a prazeological gap (mutually inconsistent required activities).

10
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6.2.

Tables 1-3 present the six ontological elements systematically.

Formal Tabular Presentation of the Six Ontological Elements

Table 1 provides

formal definitions and paradigm instances. Table 2 maps each element through the

full O—=E—P movement under the dual normative framework. Table 3 summarises

the primary governance gap for each element by moment and by normative order.

Table 1: Formal Definitions and ICR Instantiations of

the Six Ontological Categories. The rightmost column

follows the distinction between continuants (entities that

persist whole through time) and occurrents (entities that

have temporal parts, i.e. unfold over time).

Category Formal Definition Paradigm 1CR Instances Type
Entities An independently existing Sponsor; principal investi- Continuant
object that persists through gator (PI); research partici-
time, can be referred to, pant; investigator site; con-
bears attributes, and stands tract research organisation
as the relatum of relations. (CRO); ethics committee /

Entities endure whole at each IRB; study dataset; biologi-
moment of their existence; cal specimen; protocol doc-
they have no temporal parts. ument; study registration
record.
Relations A structured, durable con- Sponsor—pI contractual Continuant

nection between two or more
entities that generates nor-
mative entitlements and obli-
gations for its relata. Some
relations are partially con-
stitutive of the entities they
connect (role-relations); oth-

ers are purely external.

relation; PI-participant fidu-

ciary / benevolent-authority

relation; sponsor—CRO del-
egation relation; site-IRB
oversight  relation; data

controller—-data subject re-
lation;  sponsor-regulatory
authority notification rela-

tion.

11

Continued on next page. . .
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(Table 1 continued)

Category

Formal Definition

Paradigm ICR Instances

Type

Attributes

Events

Processes

A property inhering in
an entity or relation that
determines, in conjunction
with applicable norms, the
obligations and entitlements
attaching to its bearer.
Attributes self-

interpreting: their normative

are not

significance  varies across
legal systems and ethical
traditions.

A spatiotemporally bounded
occurrence involving one or
more entities that changes
the state of at least one entity
or relation. Events are punc-
tual: they occur at a time (or
over a short bounded inter-
val) and do not persist once
completed.
A temporally extended,
teleologically structured se-
quence of causally connected
events that transforms an
initial state into a target
final state. Processes have
normative structure: sub-
events are ordered; some
the

whole sequence is directed

must precede others;

toward a goal state.

Participant’s legal capacity;
degree of vulnerability; in-
vestigational product’s risk
classification; study’s scien-
tific validity; site’s GCP qual-
ification status; data’s sen-
sitivity classification; spon-
sor’'s domicile; participant’s

habitual residence.

Informed consent signing; se-
rious adverse event (SAE) oc-
currence; protocol amend-
ment execution; cross-border
data transfer; regulatory ap-
proval notification; randomi-
sation; database lock; con-
tract execution; close-out no-
tification.
Informed consent process;
ethical review process; reg-
approval

ulatory process;

pharmacovigilance and
safety monitoring process;
randomised controlled trial;
prospective cohort follow-up;
biobank establishment and
operation; federated genomic

analysis pipeline.

Continuant

Occurrent

Occurrent

12

Continued on next page. . .
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(Table 1 continued)

Category Formal Definition Paradigm ICR Instances Type
States A stable, persistent configu- Protocol approval status Continuant
ration of one or more enti- (pending /| approved /
ties or relations that obtains suspended); participant

over a period and is suscepti-
ble to change through events
Or processes. States pro-
vide the “snapshot” perspec-
tive on the governance situa-

tion at a given moment.

enrolment status (screened /
consented | enrolled | with-
data

residency state; study active

drawn | completed);

/ suspended / completed; 1P

ownership state.

13
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Table 2: O—E—P Mapping of the Six Ontological Cat-

egories Under the Dual Normative Framework.

epistemology column:

Left

PIL and domestic regulatory

law. Right epistemology column: cross-cultural research

ethics. Praxeological column: canonical activities realis-

ing the element in clinical research practice.

Category PIL / Dom. Law Cross-Cultural Canonical Praxe-

Epistemology (E) Ethics Epistemol- ological Activities
ogy (E) (P)

Entities Constituted through Principlist: par- Participant screening
legal personality ticipant as  pre- and eligibility confir-
and connecting relational au- mation; site qualifica-
factors  (domicile, tonomous individ- tion (entity-level ccp
nationality, habitual wual. Confucian: assessment); sponsor

residence, lex in-
corporationis). The
same natural person
is simultaneously
located in different
legal for
different

The study-as-entity

systems
purposes.
acquires public
identity through
registration, but no
unified legal per-
sonality exists. The
CRO is constituted
as a delegate of the
sponsor’s regulatory
obligations  under

written agreement.

participant as node
in relational net-
work;  personhood

constituted through

relationships, not
prior to  them.
Ubuntu: person-

hood as inherently

communal (umuntu

ngumuniy nga-
bantu). Islamic
bioethics:  body as
amanah (divine
trust), generat-
ing constraints on
specimen use and

genomic analysis.

delegation documenta-
tion (delegation log);
CRO agreement execu-
tion; study registration
in a WHO-recognised

primary registry.

14

Continued. . .
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(Table 2 continued)

Category PIL / Domestic Cross-Cultural Canonical Praxeo-
Law Ethics logical Activities

Relations PIL characterises Fiduciary (com- Clinical trial agree-
relations by legal mon law bioethics): ment (CTA) negotia-
category (contract, non-waivable duties tion and execution;
tort, status, prop- of loyalty and care regulatory notification
erty) and applies owed by investigator and application con-
the  corresponding to participant. Con- stituting the sponsor—

choice-of-law  rule.
Key problems: char-
acterisation conflict
(investigator—

participant is

contractual in com-

fucian benevolent

authority: legiti-
mate deference to
the

clinical

investigator’s
judgment;

not a manifestation

authority relation;

IRB/EC  submission
constituting the over-
sight data

processing agreement

relation;

(controller—processor)

mon law, a status of coercion but an execution.
relation in civil law, expression of care.
a public-law relation Feminist ethics of
where the site is care: relational
a state hospital); accountability as
mandatory rules primary normative
overriding  chosen anchor, preceding
law; multi-party rule-based con-
conflict ~with no straints.
settled choice-of-law
doctrine.
Continued. . .

15
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(Table 2 continued)

Category PIL / Domestic

Law

Cross-Cultural
Ethics

Canonical Praxeo-

logical Activities

AttributesThe reference-norm

problem: which
legal system de-
termines  whether

an attribute meets
a legally relevant
threshold?

ity:  governed by

Capac-

habitual residence
(most systems),
threshold 18 or 20
years or cognitive
standard. Vulner-
ability: no uniform

PIL rule; ICH GCP
§1.61 defines with-
out specifying
governing law. Data
cat-
egorical (GDPR
Art. 9: health data

sensitive)

sensitivity:

always
VS. enumerated
(China PIPL Art. 28;
Japan APPI special
category).

CIOMS (2016) seven-
dimensional vulner-
ability taxonomy
(cognitive, juridical,

deferential, medical,

allocational, infras-
tructural,  social),
plus  the under-

recognised relational
vulnerability dimen-
and

sion (familial

communal  obliga-
tions  constraining
individual  choice)
prominent in Con-
fucian and Ubuntu
scholarship.  Scien-
tific validity: purely
factual (principlist)
vs. partially ethical
(adequate  popula-
tion representation
as an ethical, not
merely  epistemic,

requirement).

Eligibility assess-

ment  (confirmation
of inclusion/exclusion
attributes; source-
data documentation);
IRB/EC scientific
review; vulnerabil-
ity assessment and
enhanced-protection

protocol design; data
sensitivity  classifica-
tion and corresponding
and

technical legal

processing controls.

16

Continued. . .
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(Table 2 continued)

Category PIL / Domestic

Cross-Cultural

Canonical Praxeo-

Law Ethics logical Activities
Events Fvent  localisation: Principlist: in- Informed consent
where did the event formed consent activities (jurisdiction-
“occur” for  PIL event as discrete specific forms and
purposes? Consent: moment of au- procedures); SAE de-
place of signature tonomous decision; tection, assessment,
(formal) vs. habitual documented by I1CF and multi-portal
residence of partic- signature. Confu- multi-language re-
ipant  (substantive cian / Ubuntu: the porting; cross-border
validity of capacity ICF signature is the data transfer event

and voluntariness).
SAE: occurrence,
assessment, and
sponsor-reporting

sites may be in three
different

tions, each trigger-

jurisdic-
ing simultaneous
domestic reporting

Data

contested

obligations.
transfer:

legal location of
data in transit and
in distributed cloud

storage.

culmination of an
extended relational

process; its validity

depends on  the
adequacy of the
preceding  process.
SAE disclosure:

principlist—full and
immediate  disclo-
sure to participant.
East Asian: benefi-
cent mnon-disclosure
in terminal illness
contexts as a legit-
imate clinical and

ethical practice.

management; protocol
amendment execution
and notification  to
each national approval

system.

17

Continued. . .
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(Table 2 continued)

Category PIL / Domestic

Law

Cross-Cultural
Ethics

Canonical Praxeo-

logical Activities

Processes Procedural

manda-
specify

sig-
activities

tory rules

how legally
nificant
must be conducted,
regardless of chosen
governing law. Tem-
poral  asynchrony:
approval  processes
in Japan, China,
EU, and US operate
on different statu-
tory timelines with
no legal synchroni-
sation mechanism.
A study may exist in
different

states in

regulatory
differ-
ent jurisdictions

simultaneously.

consent
bounded

information-transfer

Principlist
process:

sequence, termi-
nated at the consent
Confucian /
Ubuntu: open-ended

event.
constitutive pro-
cess involving the
participant’s  rela-
tional network; not
terminated by the
ICF signature; re-

visable as relational

context changes.
Ethics review:
Western IRB/EC
as bureaucratic-
procedural gate;
East Asian rela-
tional  model as
collegial ~ account-
ability dialogue

between committee

and institution.

Ethical review pro-
cess (jurisdiction-
specific procedures
and composition

requirements); regula-
tory approval process
(parallel national
submissions); pharma-

covigilance and safety

monitoring process;
study-type canoni-
cal processes:  RCT,
prospective cohort,
biobank, federated

genomic analysis.

18

Continued. . .
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(Table 2 continued)

Category PIL / Domestic

Law

Cross-Cultural
Ethics

Canonical Praxeo-

logical Activities

States

Asynchronous reqgu-

latory states: same
study simultane-
ously “approved”

in one jurisdiction

and “pending” in
another; no au-
tomatic mutual
recognition. Data
residency state:
constituted by data
sovereignty law
(China  DSL/PIPL
localisation; GDPR
Chapter V trans-

fers); contested for
cloud-distributed
data.

withdrawal

Participant
state:
retained data has
heterogeneous legal
state (right to era-
sure: GDPR Art. 17;
Art. 47,
Japan APPI— none

PIPL

straightforwardly
applicable Cross-
border).

Principlist: en-
rolled state creates
bounded obligations
defined by the con-
sent, document and
applicable  regula-
tion; post-protocol
moral  residue is
minimal. Confucian

/ Ubuntu:

state

enrolled
creates an
ongoing  relational
bond;

extend beyond for-

obligations

mal study close-out;
post-trial access and
result disclosure are
relational obliga-

tions, mnot merely

regulatory ones.

State transition activ-
ities  (ethics-pending
— approved; screened
— consented — en-
rolled — withdrawn);
compliance monitoring
(continuing  review;
monitoring visits; reg-
ulatory  inspections);
close-out and post-
trial activities (results
data

post-trial

registration;
archiving;

aCCess programme) .
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Table 3: Primary Governance Gaps Arising from Epis-
temological Divergence for Each Ontological Category.
“Gap moment” identifies the O—E—P moment at which
the gap originates. £ = epistemological; P = praxeolog-
ical; E+P = gap arises at both moments.
Category Primary PIL Primary Ethics Gap Mo- Operative
Gap Gap ment Consequence
Entities No wunified legal Incompatible on- E Legal  vacuum
concept of the tologies of person- for  study-level
registered  study hood (individual liability alloca-
as a legal person; vs. relational vs. tion; consent
multiplicity of con- communal). procedures de-
necting factors for signed for one
participant rights personhood
across purposes. ontology are
ethically invalid
in another.
Relations Characterisation Fiduciary vs. E CTA clauses may
conflict for the benevolent- be overridden by
investigator— authority con- mandatory rules
participant  rela- stitution creates the sponsor did
tion; mandatory different assess- not anticipate;
rules not mapped ments of the same consent  proce-
against  contrac- consent procedure. dures may be
tual choice-of-law; simultaneously
multi-party PIL legally  compli-

doctrine underde-

veloped.

ant and ethically
coercive (or pa-

ternalistic).
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(Table 3 continued)

Category Primary PIL Primary Ethics Gap Mo- Operative
Gap Gap ment Consequence
Attributes Reference-norm Vulnerability tax- E Risk of enrolling
problem: multi- onomy incomplete; participants
ple legal systems relational dimen- who lack le-
claim authority sion absent from gal capacity
to determine legal CIOMS framework. under applica-
significance of the ble domestic
same attribute. law; vulnerable
populations
inadequately
identified  and
protected.
Events Localisation  in- Temporal consti- E + P A single SAE
determinate for tution of consent may trigger
consent, SAE, event: document- five simultane-
and data transfer moment VS. ous reporting

events; simul-
taneous multi-
jurisdictional

public-law report-

ing obligations.

relational-process

culmination.

obligations  in

three languages

through four
portals; events
legally valid
in one system

may fail ethical
validity tests in

another.
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(Table 3 continued)

Category Primary PIL Primary Ethics Gap Mo- Operative
Gap Gap ment Consequence

Processes Temporal asyn- Process- E+ P Trials cannot
chrony of national constituting norms be commenced
approval processes; (adequate de- uniformly across
no legal synchroni- liberation) not sites; parallel
sation mechanism; cross-culturally partial acti-
partial-jurisdiction validated; pro- vation  creates
commencement cess duration unequal risk
creates unequal contested. exposure and
risk exposure. fragmented

safety monitor-
ing.

States Asynchronous Bounded (prin- E+P Same study
regulatory states; ciplist) vs. re- simultaneously
contested data lational (Con- lawful in one
residency; het- fucian/Ubuntu) jurisdiction and
erogeneous data- constitution of in violation
retention obli- the enrolled and in another;
gations (5-25 post-trial states. post-trial ac-
years). cess obligations

unenforceable
across systems;

data governance
in a persistent

grey zone.

7. Private International Law as Intermediate Language

7.1.

The Intermediate-Language Thesis

The methodological heart of this paper is the claim that private international law

performs a distinctive intermediate-language function in the governance of interna-

tional collaborative clinical research. The claim is both descriptive and normative:

descriptively, PIL currently functions as the principal legal instrument for routing

cross-border research relationships to applicable domestic systems; normatively, the

paper argues that a well-functioning PIL framework should perform this function
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more completely, consistently, and transparently than the current fragmented land-

scape allows.

The thesis can be stated with precision. Each of the six ontological categories,
when it arises in a cross-border setting, must be routed from the universal vocabu-
lary of the research relationship to a domestic legal system that will give it concrete
normative content. This routing cannot be performed by domestic law itself: do-
mestic law presupposes that it has already been identified as applicable. It cannot
be performed by ethics: ethical principles are normatively binding but do not, of
themselves, resolve conflicts between two or more domestically valid but mutually

inconsistent legal rules.

PIL occupies precisely this functional position. Its connecting factors and choice-
of-law rules translate each ontological element from the source vocabulary—in which
“consent” is a cross-cultural concept and “vulnerability” is a property of a research
participant—into the target vocabulary of the applicable domestic legal system, in
which consent has a determinate formal validity test and vulnerability has a specific

juridical definition.

EVENTS o
EU/CTR fails

Source Target
Vocabulary Vocabularies
ENTITIES
|

RELATIONS

ATTRIBUTES govcrmante
gaps arise
when PIL
translation

PROCESSES

USA
STATES

Cross-cultural ethics framework (parallel, non-reducible to PIL)

Figure 1: PIL as intermediate language in ICR governance. The six ontological cate-
gories form a universal source vocabulary. PIL’s connecting factors and choice-of-law
rules constitute the translation mechanism routing each element to the applicable
domestic legal system that gives it normative content. The cross-cultural ethics
framework operates in parallel: it constitutes the same elements ethically, indepen-
dently of the PIL translation. Governance gaps (right margin) arise when the PIL
translation is absent, ambiguous, or produces conflicting translations for the same
element in two jurisdictions simultaneously.

23



Draft v0.3 Governance Framework for International Clinical Research

7.2. Formal Characterisation of the Translation Operation

More formally, denote the set of six ontological elements as O = {E},..., Eg} (en-
tities, relations, attributes, events, processes, states). Denote the set of domestic
legal systems relevant to a given study as D = {Ds,...,D,}. A PIL framework F
is a partial function:

F:OxR—D

where R is the set of connecting factors (domicile, habitual residence, place of
harm, lex incorporationis, etc.) characterising the specific research relationship. For
a given element FE; and connecting factor profile r € R, F(E;,r) = D, designates

the domestic system whose substantive rules govern F; in that relationship.

A gap of the first kind (incomplete translation) arises when F(E;, r) is undefined:
no PIL rule resolves the question. A gap of the second kind (conflicting translation)
arises when F is not a function but a relation: two domestic systems D; and D), both
claim authority over F; under their respective connecting-factor analyses, and their
substantive rules conflict. A gap of the third kind (mandatory-rule override) arises
when F(E;,r) = D; by choice-of-law, but Dj’s mandatory rules claim application

to E; regardless, producing a residual normative conflict that F cannot resolve.

The policy task of Part V is, in this framework, to extend F so as to eliminate

or minimise gaps of all three kinds within the ICR domain.

7.3. Limits of the Intermediate-Language Function

The intermediate-language thesis has three precise limits that must be stated.

Limit 1: Ethics is not PIL. PIL translates ontological elements into domestic
legal vocabularies. It does not translate them into ethical vocabularies. The cross-
cultural ethics dimension requires a separate analytical operation not governed by
PIL rules. This is why the paper maintains a dual framework: PIL and ethics
are complementary but irreducible to each other. An informed consent procedure
may satisfy its applicable domestic law and still fail cross-cultural ethical validity

tests—or vice versa.

Limit 2: Mandatory rules as translation failures. Where mandatory rules
of a domestic system override the PIL-designated applicable law, the intermediate-
language function breaks down: two legal systems each claim exclusive authority
to constitute the same ontological element. These mandatory-rule conflicts are the

most intractable governance gaps diagnosed in Part TV.
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Limit 3: PIL lexical gaps. For certain ICR elements—notably the multi-party
research relation, the study-as-entity, and the federated-analysis process— there are
no well-developed PIL rules. The intermediate language has lexical gaps. Part V

proposes specific instruments to fill them.

8. Comparative Legal Method

8.1. The Functional Approach

The comparison of domestic legal frameworks in Part III follows the functional
method [?]. The functional method structures comparison by the social and gover-
nance function that a legal institution performs, rather than by formal legal category.
Applied to ICR governance, this means: rather than comparing “informed consent
law” as a formal category across systems—which risks importing the assumption
that different systems are attempting to achieve the same formal structure— we
ask what governance problem informed consent solves (protecting participant au-
tonomy; constituting the research relationship as voluntary; providing an audit trail

of authorisation) and compare how different systems solve that problem.

8.2. Tertium Comparationis

The standard against which all systems are compared—the tertium comparatio-
nis—is the six-element ontological framework supplemented by the four evaluative
criteria of §12. This choice is methodologically significant: it is derived from no
single legal system, and therefore avoids the charge of implicit legal imperialism,

while remaining concrete enough to generate determinate comparisons.

9. Cross-Cultural Ethics Analysis Method

9.1. The Problem of Incommensurability

A persistent challenge in cross-cultural bioethics is incommensurability: whether
frameworks grounded in different ontologies of personhood, different accounts of

moral authority, and different institutional practices can be compared at all.

This paper takes a pragmatic position calibrated to governance needs. Full meta-
physical commensurability is not required. What is required for governance purposes
is: (i) identification of the dimensions of divergence that are governance-relevant—

that generate conflicting praxeological requirements; and (ii) identification of con-
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vergent substantive requirements across traditions that can anchor a cross-culturally

valid governance minimum.

9.2. Three-Step Analytical Procedure

For each ontological element, the cross-cultural ethics analysis in Part III proceeds

in three steps:

1. Reconstruction: reconstruct the ethical tradition’s account of the element from

authoritative sources within the tradition, in its own terms.

2. Comparison: identify points of convergence and divergence with other tradi-
tions and with the dominant international ethics framework (Declaration of
Helsinki / ctoMs Guidelines 2016).

3. Governance implication: derive the specific praxeological requirement that the
tradition imposes on ICR practice, and identify the resulting governance gap

where this requirement conflicts with another tradition’s.

10. Evidence Collection

10.1. Evidence Typology

The evidence base of Part III is classified according to the typology in Table 4.
Each evidence type is assessed against four quality criteria: authority (normative
status of the source), recency (whether the source reflects current law/practice),
representativeness (whether jurisdictions covered are adequate to the paper’s scope),

and verifiability (whether the claim can be independently confirmed).
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Table 4: Evidence Typology, Role in Analysis, and Qual-
ity Standards.

Evidence Examples Role in Anal- Quality Standard
Type ysis
International Declaration of Establishes Official text; cur-
instruments Helsinki (WMA global  gover- rent revision in
2013); croMs Guide- nance baseline force.
lines (2016); ICH GCP and univer-
E6(R2) and EI7; sal minimum
Rome I/II; Brussels I standards.
Recast; Hague Judg-
ments Convention
(2019).
Domestic legis- Japan CRA (2018); Establishes Authenticated,
lation China PIPL (2021), jurisdiction- post-amendment
DSL  (2021), Drug specific manda- consolidated text.
Administration Law tory  require-
(2019); EU CTR ments and
536/2014; US Com- public-law
mon Rule (2018). obligations.
Regulatory PMDA, NMPA, EMA, Operationalises Dated official pub-
guidance FDA guidance on in- legislative re- lication; superseded
ternational and multi- quirements; guidance noted.
regional studies. reveals im-
plementation
gaps between
statute and
practice.
Institutional EFPIA/PhRMA model Documents Source organisation
practice CTA (2018); MRCT current prac- and date of issue
Center operational tice; reveals identified.
tools; GA4GH data aspirational
governance frame- vs. operational
work; European gaps.
Health Data Space
framework.
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Evidence Examples Role in Anal- Quality Standard
Type ysis
Doctrinal PIL: Dicey, Morris Provides in- Peer-reviewed; es-
scholarship & Collins; Cal- terpretive tablished authority

liess &  Reisenhu- framework in field.
ber. Bioethics: for  contested

Beauchamp & Chil-
dress; Fan Ruiping;

Tangwa; Shabana.

questions; iden-
tifies doctrinal
debate.

Empirical case Japan—China NCNP Provides op- Treated as
material collaborative neu- erational paradigm case;
rological research  grounding; not as probative
(EEG-based  seizure reveals gov- evidence for general
prediction study). ernance  gaps claims.
invisible  from
documentary
analysis alone.
10.2. Scope Limitations

The evidence base has two acknowledged limitations. First, geographic coverage
is weighted toward East Asian (Japan, China) and European / North American
jurisdictions. Sub-Saharan African, South Asian, and Latin American regulatory
frameworks are engaged for ethical analysis but not subject to equivalent depth of
legal analysis. Second, prescriptive claims are calibrated to the governance landscape
as of the date of writing; particularly rapid regulatory developments in China’s data-

governance framework and the EU Health Data Space may require updating.

11. State Inference Methodology

The transition from the evidentiary record of Part I1I to the gap diagnosis of Part [V
requires a formal inference procedure. The paper adopts a normative state inference

method comprising four steps.

1. Current-state description. For each ontological element, the evidence base
is used to characterise the current normative state: which rules, practices, and
institutions currently govern this element, under which normative order, with

what degree of completeness and consistency.
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2. Target-state specification. For each element, the four evaluative criteria
of §12 specify what an adequate governance framework would look like. The
target state is the state the element would be in if governed by a framework

satisfying all four criteria.

3. Gap identification and classification. The gap is the difference between
the current state and the target state, characterised with maximal specificity.
Gaps are classified by the O—E—P moment at which they arise (ontological,
epistemological, or praxeological) and by the formal gap type of §7 (incomplete

translation, conflicting translation, or mandatory-rule override).

4. Gap severity assessment. Each gap is assessed against the four criteria.
A gap is “critical” when it is: systemic—mnot addressable through individ-
ual party workarounds within the current normative framework; and cross-
gurisdictional—mnot addressable through unilateral domestic regulatory reform.

Only critical gaps generate Part V recommendations.

12. Evaluation Framework

The four evaluative criteria that define the target normative state for ICR governance
are now formally specified. Each criterion is stated as a definition, operationalised

through indicators, and assigned a benchmark where one exists.

12.1. Criterion 1: Efficiency (F)

Definition. An ICR governance framework satisfies Efficiency to the extent that
it minimises the administrative, temporal, and resource costs of cross-border com-
pliance, without compromising the substantive participant protections that justify

those costs.

Indicators. (i) Time elapsed from protocol finalisation to first participant enrol-
ment across all participating jurisdictions. (ii) Number of distinct regulatory and
ethics submissions required for a single protocol. (iii) Degree of substantive infor-
mation duplication across parallel submissions. (iv) Existence of mutual recognition

mechanisms reducing redundant review.

Benchmark. The EU CTR’s centralised single-application authorisation across
member states provides the current best-available efficiency benchmark. The pa-

per uses it as an aspirational reference, not a template.
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12.2. Criterion 2: Operationality (Op)

Definition. An ICR governance framework satisfies Operationality to the extent
that its requirements can be implemented by research institutions with reasonable
resources, without requiring specialist legal expertise that is unreasonably scarce or

costly in the participating jurisdictions.

Indicators. (i) Availability of standardised forms, model contract clauses, and op-
erational guidance for cross-border research activities. (ii) Clarity of applicable law
for each governance activity in a multi-site international study. (iii) Accessibility
of dispute resolution mechanisms to research participants and non-sponsor institu-
tions. (iv) Existence of validated operational guidance for cross-cultural informed

consent procedures.

12.3. Criterion 3: Controllability (C)

Definition. An ICR governance framework satisfies Controllability to the extent
that: (i) the governance state of a study can be determined with reasonable certainty
at any given moment; and (ii) deviations from required governance states can be

detected and corrected through systematic, cross-border oversight mechanisms.

Indicators. (i) Existence and completeness of audit trails for cross-border activities
(data transfers, protocol amendments, SAE reporting). (ii) Existence of unified safety
monitoring signals aggregating data from all sites regardless of jurisdiction. (iii)
Determinacy of the regulatory state of a study across all participating jurisdictions
simultaneously. (iv) Existence of a designated governance authority with explicit

cross-border oversight mandate.

12.4. Criterion 4: Ethical Adequacy (Ea)

Definition. An ICR governance framework satisfies Ethical Adequacy to the extent
that it: (i) meets the requirements of the cross-culturally validated minimum ethical
standard established in §9; and (ii) establishes transparent procedures for managing
legitimate cross-cultural divergence without reducing all governance to any single

tradition’s requirements.

Indicators. (i) Informed consent procedures validated as ethically adequate in each
participating cultural and legal context. (ii) Post-trial access obligations specified,
included in research agreements, and practically enforceable. (iii) Benefit-sharing
obligations addressed in standard research contracts. (iv) Vulnerability assessment

procedures inclusive of the relational vulnerability dimension.
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12.5.

Summary: Evaluation Matrix

Table 5 maps each evaluative criterion to its primary ontological targets, its pri-

mary gap types under the dual framework, and the class of policy instrument best

positioned to address identified gaps.

Table 5: Evaluation Criteria: Ontological Targets, Gap

Types, and Best-Fit Policy Instruments.

Criterion Primary Primary Primary Best-Fit Policy
Ontological PIL Gap Ethics Gap Instrument
Targets Type Type

Efficiency Processes; Procedural Divergent Multilateral

(E) Events asynchrony; deliberation IRB/EC mu-
duplica- norms inflat- tual recognition;
tive review ing  process harmonised  regu-
obligations; duration. latory timelines;
incompatible single-portal multi-
timelines. jurisdiction submis-

sion.

OperationaliBelations; Absence of Inadequate Model clinical trial

(Op) Attributes standard- cross-cultural  agreement  clauses
ised model consent guid- with jurisdiction an-
contracts; ance; no notations; ICH GCP
unclear appli- validated E6(R3) amendment
cable law for multi-cultural on consent process.
cross-border vulnerability
activities. assessment

tool.

Controllabilibgates; Asynchronous Contested Unified safety mon-

(C) Events regulatory state- itoring protocol for
states; in- transition multi-regional trials
complete  or norms (en- (supplement to ICH
fragmented rolled vs. E17); standardised
audit trails for withdrawn; audit trail require-
cross-border post-trial ments.
activities. state).
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Criterion Primary PIL Gap Ethics Gap  Policy Instrument
Targets

Ethical Entities; Post-trial Personhood Declaration of

Adequacy  Attributes; access  obli- ontology Helsinki imple-

(Ea) States gations  un- mismatch; menting  guidance;
enforceable relational CIOMS  Guideline
across sys- vulnerability expanded com-
tems; benefit- dimension mentary; model
sharing  not excluded from post-trial access
addressed operative clause.
in  standard frameworks.

instruments.

Part 111

The Present Situation: Normative

Landscape and Current Practice

The six ontological categories introduced in Part [ are simultaneously governed by
three normative orders: private international law and domestic regulatory law, and
cross-cultural research ethics. Each order applies different instruments, reaches dif-
ferent ontological targets with different degrees of coverage, and operates according
to different institutional logics. Part 111 constitutes the primary evidentiary base for
the gap analysis of Part IV. The evidence typology and quality criteria governing

source selection are set out in §10.

13. International Collaborative Research Under Private In-

ternational Law

13.1. Jurisdiction Over Disputes

Private International Law provides the meta-legal rules by which national courts
and authorities determine which legal system’s substantive rules govern a dispute
or transaction with cross-border elements. When a participant suffers harm in a

multi-site international trial, the question of jurisdiction is governed by domestic
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rules that vary substantially across systems.

Within the European Union, Regulation (EU) No 1215/2012 ( Brussels I Recast)
provides a coherent framework: in matters of tort, jurisdiction lies with the court of
the place where the harmful event occurred (Art. 7(2)). Outside the EU, the position
is more fragmented. Japan’s civil jurisdiction rules under the Minji Sosho Ho do not
provide clear guidance for pharmaceutical liability in cross-border settings. China’s
Ciwvil Procedure Law (2021 revision) adopts a territorialist approach but is silent on

multi-site coordination.

No multilateral convention allocates jurisdiction over clinical-trial disputes. The
result is a system in which forum shopping is both possible and strategically rational
for well-resourced sponsors, while research participants face systemic barriers to

effective remedies.

13.2. Choice of Law for Research Contracts

Freedom of parties to choose the governing law is widely recognised, most explicitly
in the EU’s Rome I Regulation (EC) No 593/2008 (Art. 3) [5]. In practice, spon-
sors typically designate the law of their home jurisdiction, creating an asymmetry:
principal investigators and institutions in less legally powerful positions are bound

by foreign law they may not know and whose courts they cannot practically access.

Even where choice-of-law clauses are valid, mandatory rules of the participant’s
state of habitual residence may override the chosen law. The scope of these manda-
tory rules in the clinical-research context remains under-theorised in both academic

literature and regulatory guidance.

13.3. Applicable Law for Non-Contractual Obligations

Research-related torts are governed by non-contractual conflict-of-laws rules. Within
the EU, Rome II (Regulation (EC) No 864/2007) applies the law of the country
where the damage occurs as the default rule (Art. 4(1)) [6]. Outside the EU, anal-
ogous domestic rules range from strict place-of-injury rules (China, Japan) to more

flexible most-significant-relationship tests in common law jurisdictions.

13.4. Recognition and Enforcement of Judgments

No general multilateral convention on recognition and enforcement is in force be-
tween major ICR jurisdictions. The 2019 Hague Judgments Convention provides

some framework, but its ratification base remains limited [8]. Arbitration, governed
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by the New York Convention (1958), offers more reliable enforcement but is costly

and inaccessible to individual research participants [9].

14. Domestic Law Frameworks for Clinical Research

14.1. Japan

Japan regulates clinical research through two primary statutes: the Pharmaceutical
and Medical Devices Act (PMD Act) and the Clinical Research Act (2018) [17].
The latter, enacted in response to the Diovan clinical data manipulation scandal,
imposes mandatory registration, protocol disclosure, and monitoring requirements
on specified clinical research. International collaborative studies involving Japanese
sites must comply with these requirements regardless of the law chosen to govern

the research contract.

Japan has implemented 1CH GCP E6(R2) [3], but domestic requirements in cer-
tain areas exceed the ICH standard, notably regarding IRB composition, the record-
ing of informed-consent explanation sessions, and re-consent procedures for protocol

amendments.

14.2. China

China’s Drug Administration Law (2019 revision) [18] and its implementing reg-
ulations establish the regulatory framework for clinical research. Recent reforms
have aligned China’s requirements more closely with ICH GCP, facilitating multi-
regional trials. However, data localisation requirements under the Personal Infor-
mation Protection Law (PIPL, 2021) [19] and the Data Security Law (2021) have
introduced new complexity for cross-border data flows from Chinese sites, requir-
ing government-approved standard contracts or security assessments for outbound

transfers of important data.

14.3. European Union

The EU Clinical Trials Regulation (EU) No 536/2014 (CTR), fully applicable since
January 2023 [20], introduced a centralised authorisation procedure through the
Clinical Trials Information System (CT1S), enabling single-application approval across
all participating member states. The CTR represents the most advanced multilateral

harmonisation of clinical-trial governance currently in force.
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14.4. United States

The U.S. framework rests on the Common Rule (45 CFR Part 46, 2018 revision)
[21] and FDA regulations (21 CFR Parts 50 and 56). The extraterritorial reach
of FDA requirements, which apply to all trials intended to support FDA marketing
applications regardless of where they are conducted, makes the U.S. framework a de

facto global standard in pharmaceutical research.

15. Multi-Regional Clinical Trial Practice

ICH guideline E17 (2017) [4] provides principles for the design and conduct of multi-
regional clinical trials (MRCT). E17 focuses on statistical and pharmacological con-
siderations and does not address the legal and governance issues with which this
paper is concerned. The MRCT Center at Harvard and the Global Alliance for
Genomics and Health (GA4GH) have produced operational tools for cross-site gov-

ernance [16], but these are voluntary and lack legal force.

16. Cross-Cultural Research Ethics

16.1. The Principlist Framework and Its Limits

The four-principle framework of Beauchamp and Childress, comprising autonomy,
beneficence, non-maleficence, and justice, remains dominant in Anglo-American
bioethics and has been incorporated into the Declaration of Helsinki and the ctoms
Guidelines (2016 revision) [11, 1, 2]. The framework’s universalist aspirations sit in
tension with documented cross-cultural variation in the moral weight assigned to

individual autonomy relative to family or community decision-making authority.

16.2. FEast Asian Relational Ethics

A substantial literature in East Asian bioethics argues that the principlist framework
inadequately reflects Confucian conceptions of personhood, in which the individual
is constituted through relations rather than prior to them [12]. In this tradition,
informed consent is not merely an individual transaction but a relational event in-
volving the participant’s family network. Japan’s research ethics system reflects this
tension: while formally adopting individual informed consent, the clinical practice
of nemawashi (prior consensus-building among relevant parties before formal deci-
sion) persists and interacts with consent procedures in ways that ICH GCP does not

address.
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Self-determination and family-determination represent, in Fan’s analysis, two
incommensurable but both legitimate principles of autonomy [12]. Their coexistence
in cross-cultural research settings cannot be resolved by stipulating that one principle
overrides the other. Governance frameworks must instead accommodate legitimate

procedural pluralism within a minimum shared ethical floor.

16.3. Ubuntu and African Communitarian Ethics

Ubuntu ethics, expressed in the Nguni axiom umuntu ngumuntu ngabantu (a per-
son is a person through other persons), holds that individual identity and moral
standing are constituted through communal relationships rather than prior to them
[13]. Applied to clinical research, this ontology generates several governance-relevant

positions.

First, community-level authorisation is not a procedural supplement to individ-
ual consent but a constitutive precondition: the individual participant’s consent
derives part of its moral validity from the community’s endorsement of the research
relationship. Governance frameworks that treat community engagement as optional

good practice are therefore ethically inadequate from an Ubuntu perspective.

Second, the enrolled state creates obligations not only to the individual partic-
ipant but to the community whose collective health and, in the case of genomic
research, whose genetic heritage is implicated by the study. Post-trial obligations
including results disclosure and benefit sharing cannot be discharged through in-
dividual compensation alone [13, 2]. The cioms Guidelines (2016), Guidelines 7
and 8, partially reflect this position in their requirements for post-trial access and
community-level benefit-sharing, but the mechanisms for enforcement across juris-

dictions remain underdeveloped.

Third, the governance implication at the praxeological level is that research
ethics committees in settings where Ubuntu norms are operative must include com-
munity representatives with genuine decision-making authority, not merely advisory
standing, and that community engagement processes must precede, rather than ac-

company, individual recruitment.

16.4. Islamic Bioethics

Islamic bioethical reasoning operates within a framework defined by the primary
sources (Qur’an and Sunnah), the classical juridical tradition (figh), and the prin-
ciple of maslaha (public interest or welfare), which permits departure from strict

literal rules where significant human benefit can be achieved and harm avoided [14].
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Three principles are directly relevant to clinical research governance.

First, the body as amanah (divine trust). The human body is understood in
Islamic jurisprudence as a trust given by God and not owned by the individual as
a matter of autonomous will. This has the consequence that individuals cannot
consent to procedures involving irreversible bodily alteration, or to the permanent
alienation of biological specimens including genetic material, simply on the basis of
autonomous choice. Consent in clinical research must therefore be grounded in a
demonstration of expected benefit and must be accompanied by safeguards against

commercialisation or misuse of biological samples [14].

Second, the communal dimension of consent. While Islamic jurisprudence recog-
nises individual legal capacity (ahliyyah), decisions bearing on bodily integrity are
appropriately made within a framework of family consultation, particularly for deci-
sions with long-term or irreversible consequences. This does not amount to a family
veto right, but it does imply that consent procedures designed exclusively around
individual autonomous decision-making may be culturally and ethically inadequate

in Islamic-majority research contexts.

Third, the principle of la darar wa la dirar (no harm shall be inflicted or recip-
rocated) generates a precautionary requirement in research involving uncertain risk
that goes beyond the standard risk-benefit calculus of principlist ethics. First-in-
human studies and research involving vulnerable populations are subject to height-

ened scrutiny under this principle.

The governance implication is that ethics committees in settings where Islamic
bioethical reasoning is operative must include members with competence in figh-
based analysis, and that research contracts should contain explicit provisions gov-
erning the handling, storage, and permitted uses of biological specimens collected

from Muslim participants.

16.5. Towards Cross-Cultural Convergence

Despite their differences, the major ethical traditions converge on a set of substan-
tive requirements: scientific validity as a condition of ethical permissibility; spe-
cial protection for vulnerable populations; obligations of post-trial access; and the
need for independent oversight [2]. A governance framework operationalising these
convergent requirements, while establishing transparent procedures for managing
legitimate divergence, can claim cross-cultural validity without requiring cultural

homogenisation.
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Part IV

Analysis: Diagnosing the Governance
Gap

Part III constitutes the evidentiary record. This part applies the four-step state
inference methodology of §11: for each of the six ontological categories, the current
normative state is described, the target state is specified by the evaluative crite-
ria of §12, the gap is identified by O—E—P moment, and severity is assessed. A
gap is Critical when it is both systemic (not addressable through individual party
workarounds) and cross-jurisdictional (not addressable through unilateral domestic
regulatory reform). It is Significant when it is structurally entrenched but address-

able, at least in part, through domestic action.

17. Structured Gap Analysis by Ontological Category

Tables 6-11 present the gap analysis for each of the six ontological categories. For
each category, the table records: the current normative state under the dual frame-
work; the target state as defined by the evaluative criteria; the O—E—P moment

at which the gap arises; and the gap’s severity and primary evaluative criterion.
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Table 6: Gap Analysis: Entities. E = epistemological

moment; P = praxeological moment.

Dimension

Current State

Target State

PIL / Domes-

tic

Cross-
Cultural
Ethics

Gap Moment

No unified legal concept of
the registered study as a le-
gal person. The same natural
person is simultaneously sub-
ject to different legal systems
for different purposes: capac-
ity by habitual residence; data-
protection rights by the con-
troller’s establishment; tort li-
ability by place of harm. No
PIL rule resolves multi-party
attribution of research obliga-
tions in studies involving spon-
sor, CRO, and multiple sites.

Consent procedures and par-
ticipant information sheets de-
signed for an individual au-
tonomous subject. No formal
mechanism for adapting entity-
level governance to Ubuntu
communal personhood, Islamic
amanah-based bodily integrity
norms, or Confucian relational

personhood.

A designated legal vehicle for
the study-level entity enabling
liability

Harmonised connecting-factor

unified attribution.

rules for participant rights

across jurisdictions.

Consent procedures validated
for the operative personhood
ontology in each participating

jurisdiction.

Epistemological (E): the same entity is constituted as a differ-

ent legal and moral subject depending on the normative order

applied.

Severity / Cri- Critical: systemic and cross-jurisdictional. Criteria violated:

terion

Operationality, Ethical Adequacy.
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Table 7: Gap Analysis: Relations.
Dimension Current State Target State
PIL / Domes- Characterisation conflict for Harmonised characterisation
tic the investigator-participant re- rule for the investigator-
lation:  contractual in com- participant relation. Stan-
mon law, a status relation in dardised mandatory-rules rider
civil law, a public-law relation appended to all cross-border
where the site is a state hospi- clinical trial agreements.
tal. Mandatory rules protect-
ing participants are not system-
atically mapped against con-
tractual choice-of-law clauses
in model clinical trial agree-
ments. Multi-party PIL doc-
trine for three-or-more-party
research relations is underde-
veloped in all major jurisdic-
tions.
Cross- Fiduciary  framing (com- Governance instruments ac-
Cultural mon law) versus benevolent- knowledging legitimate proce-
Ethics authority framing (Confucian) dural pluralism in the constitu-
of the investigator-participant tion of the research relation.
relation  generates opposite
assessments of the same
consent procedure: what is
ethically appropriate relational
deference in one tradition is
ethically problematic paternal-
ism in another.
Gap Moment Epistemological (E): the same relation is differently charac-

terised across legal systems and ethical traditions.

Severity / Cri- Critical: systemic. Criteria: Operationality, Ethical Ade-

terion quacy.
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Table 8: Gap Analysis: Attributes.

Dimension

Current State

Target State

PIL / Domes-

tic

Cross-
Cultural
Ethics

Gap Moment

The reference-norm problem:
multiple legal systems claim
authority to determine the le-
gal significance of the same
attribute.
olds
(most jurisdictions) to 20 years
(Japan prior to the 2022 Civil
Code amendment) to cognitive-
(UK Mental
Capacity Act 2005). Data
sensitivity classification differs
health data is

sensitive under

Capacity thresh-

range from 18 years

standard tests

structurally:
categorically
GDPR Art. 9; Japan APPI
uses a narrower enumerated
special category; China PIPL
Art. 28 covers health, biomet-
ric, and genetic data under a
single “sensitive personal infor-
mation” category.

The CIOMS (2016)

dimensional vulnerability tax-

seven-

onomy does not include the
relational vulnerability dimen-
sion prominent in Confucian
the

constraint that familial and

and Ubuntu scholarship:

communal obligations place on
individual choice is not for-
mally recognised as a vulnera-
bility that triggers heightened

protection.

A harmonised connecting-

factor rule designating one
system’s attribute definitions

as operative for each purpose.

A vulnerability taxonomy ex-
tended to include the relational
dimension, with praxeological
guidance on assessment proce-
dures for each recognised di-

mension.

Epistemological (E): attribute significance varies across norma-

tive orders; no meta-rule resolves conflicts.
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Dimension Current State Target State
Severity / Cri- Critical: systemic. Criteria: Operationality, Ethical Ade-
terion quacy.

Table 9: Gap Analysis: Events.
Dimension Current State Target State
PIL / Domes- Event localisation is indeter- Clear localisation rules for each
tic minate for the three most governance-critical event type.

governance-critical events: the
consent event (place of signa-
ture versus habitual residence
of participant); the SAE event
(site of occurrence, site of as-
sessment, and sponsor domi-
cile may all be in different ju-
risdictions, each triggering si-
multaneous public-law report-
ing obligations with divergent
timelines and portal require-
ments); and the data transfer
event (contested legal location
of data in transit and in dis-

tributed cloud storage).
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Dimension

Current State

Target State

Cross-
Cultural
Ethics

Gap Moment

Severity / Cri- Critical: systemic and cross-jurisdictional.

terion

The informed consent event is
constituted as a discrete mo-
ment of autonomous decision
in the principlist framework,
but as the culmination of an
extended relational process in
Confucian and Ubuntu tradi-
tions, where the ICF signature
is legally required but ethically
insufficient evidence of genuine
The SAE disclosure

event is subject to a “benef-

consent.

icent non-disclosure” norm in
some East Asian clinical tra-
ditions that conflicts directly
with the full-disclosure require-
ments of I[CH GCP and GDPR
data-subject notification obli-

gations.

Process-validated consent pro-
cedures whose documentation
delibera-

tion, not merely the consent

captures relational

event.

Epistemological and Praxeological (E+P): localisation rules are

absent; constitutive norms conflict.

Criteria: Effi-

ciency, Controllability, Ethical Adequacy.

43



Draft v0.3 Governance Framework for International Clinical Research
Table 10: Gap Analysis: Processes.

Dimension Current State Target State

PIL / Domes- Procedural asynchrony is the Harmonised or synchronised

tic dominant governance failure at approval timelines. A lead-

the process level. The four ma-
jor regulatory approval time-
lines (Japan 30-day notifica-
tion; China NMPA up to 60
business days full review; EU
CTR maximum 60-day coordi-
nated review; US FDA 30-day
IND clock) operate indepen-
dently with no legal synchro-
nisation mechanism. A study
may therefore exist in differ-
ent regulatory states in dif-
ferent jurisdictions simultane-
ously, creating unequal risk ex-
posure across sites. The proce-
dural renvoi problem is unad-
dressed: where a consent pro-
cess is completed in jurisdiction
A but its validity is challenged
in jurisdiction B, no settled
PIL rule determines which sys-
tem’s procedural requirements

govern.
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Dimension

Current State

Target State

Cross-
Cultural
Ethics

Gap Moment

The

consent process is constituted

principlist  informed-

as a bounded information-
transfer sequence terminated
Con-

fucian and Ubuntu traditions

at the consent event.

constitute the consent process
as an open-ended relational
event not terminated by the
ICF signature, revisable as the
participant’s relational context
changes. The Western IRB/EC
model constitutes ethical re-
view as an adversarial gate.
The East Asian collegial model
constitutes it as an ongoing
accountability dialogue with
the research institution. These
divergent process constitutions
conflicting

generate directly

praxeological requirements.

Governance instruments

accommodating legitimate
process-constituting pluralism
within a shared floor of mini-

mum procedural protections.

Epistemological and Praxeological (E+P): process timing rules

conflict; process validity norms conflict.

Severity / Cri- Critical: systemic. Primary criterion: Efficiency. Secondary:

terion

Controllability, Ethical Adequacy.
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Dimension Current State Target State

Table 11: Gap Analysis: States.
Dimension Current State Target State
PIL / Domes- Three unresolved state-level A mutual recognition frame-
tic conflicts. (i) Asynchronous work for regulatory states. An

regulatory states: the same
study may be “approved” un-
der EU CTR, “pending” under
Japan CRA, and “conditionally
approved” under China NMPA
simultaneously, with no PIL
rule designating an authorita-
tive state. (ii) Data residency
irreconcilability: ~ China DSL
Art. 31 and PIPL Art. 38
require certain data to reside
in China, while GDPR Chap-
ter V requires a legal basis for
any “third-country transfer”;
for cloud-distributed federated
datasets these obligations may
be logically irreconcilable. (iii)
Post-withdrawal data

the legal state of retained data

state:

participant withdrawal
diverges across GDPR Art. 17
(presumptive erasure), PIPL
Art.

ception),

after

47 (deletion unless ex-
and Japan APPI
(narrower deletion right); no
PIL rule designates the appli-
cable system for cross-border
Data
periods diverge further:
CTR  mandates 25

for trial master files;

retention
EU

years

datasets.

Japan
the US

requires 2 years post-marketing

mandates 15 years;

application. 47

internationally validated feder-
ated analysis standard satisfy-
ing concurrent data-residency
obligations. A harmonised
post-withdrawal data gover-

nance protocol.
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Dimension

Current State

Target State

Cross-
Cultural
Ethics

The principlist tradition con-
stitutes the enrolled state as
creating a bounded, document-
delimited set of obligations; the
“study completed” state closes
the moral relationship except

for obligations explicitly spec-

Governance instruments speci-
fying post-trial obligations that
satisfy both the contractual-
and the

relational-bond model, through

delimitation model

minimum mandatory post-trial

access and benefit-sharing re-

The Con-

fucian and Ubuntu traditions

ified in advance. quirements.

constitute the enrolled state
as creating an ongoing rela-
tional bond: obligations of con-
tinuing care, result disclosure,
and access to beneficial treat-
ments extend beyond formal
study close-out and cannot be
reduced to advance contractual
specification. These divergent
ethical constitutions of the en-
rolled and post-trial states gen-
erate directly different praxeo-
logical requirements for close-
out activities and post-trial ac-
cess planning that current gov-
ernance instruments do not rec-
oncile.
Gap Moment Epistemological and Praxeological (E+P): states constituted
differently across legal systems and ethical traditions; no rec-
onciliation mechanism.
Severity / Cri- Critical: systemic and cross-jurisdictional. Primary criterion:

terion Controllability. Secondary: Ethical Adequacy.

18. Consolidated Gap Summary

Table 12 consolidates the six category-level diagnoses, mapping each critical gap

to the evaluative criterion it primarily violates and the policy intervention best
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positioned to address it.

Table 12: Consolidated Gap Summary by Criterion. E
= Efficiency; Op = Operationality; C = Controllability;
Ea = Ethical Adequacy.

Gap Area Criterion Severity Policy Intervention

Jurisdiction C, Ea Critical Multilateral jurisdiction convention;
fragmentation model choice-of-court clause
Choice-of-law Op Critical Standardised CTA mandatory-rules
asymmetry rider

Consent  event Ea Critical ICH GCP E6(R3) amendment; cul-
VS. process tural competency guidance

SAE reporting C, E Critical Harmonised multi-portal reporting
asynchrony standard (new ICH guideline)
IRB/EC parallel E Critical Tiered mutual recognition framework
redundancy

Data sovereignty C, Op Critical Validated federated analysis frame-
conflict work; model data transfer agreement
Regulatory state C Critical Harmonised activation timelines;
asynchrony lead-jurisdiction designation
Post-trial access Ea Significant  Declaration of Helsinki implementing
unenforceability guidance; model CTA clause
Benefit-sharing  Ea Significant CIOMS expanded guideline; model
lacuna benefit-sharing clause

Part V

Policy Recommendations

The nine recommendations below correspond directly to the critical and significant
gaps identified in Part IV. Each recommendation specifies the addressees, the recom-
mended instrument, the structural content, the expected outcome, and a feasibility
assessment. Recommendations are classified by bindingness: (A) binding multilat-
eral instrument; (B) voluntary model contract or operational tool; (C) guidance
document amendment. Recommendations classified (B) or (C) can be implemented

without treaty amendment and are therefore available in the near term; recommen-

49



Draft v0.3 Governance Framework for International Clinical Research

dations classified (A) represent the long-term architecture.

19. Recommendations Addressing Efficiency Gaps

19.1. Tiered IRB/EC Mutual Recognition Framework [A]

Addressees: WHO, ICH, national regulatory authorities.

Instrument: Binding multilateral agreement modelled on the EU CTR’s cen-
tralised review mechanism, adapted for non-EU contexts through WHO coordina-

tion.

Structure: (i) A lead review country designated by prior agreement of all par-
ticipating sites, selected on the basis of the largest participant population or the
jurisdiction with the most stringent applicable ethical standard. (i) Abbreviated
national review by all other participating jurisdictions, limited to country-specific
concerns: local consent language adequacy, site qualification, and national manda-
tory rules not addressed by the lead review. (iii) Automatic recognition of the lead

review’s scientific assessment and overall ethical determination.

Expected outcome: Reduction in duplicative review time of 40-60% for multi-
regional studies, while preserving each jurisdiction’s authority over matters specific

to its participant population.

Feasibility: Medium. Analogous to the EU CTR within the EU; requires political
will at WHO/ICH level and willingness of national regulators to accept qualified
deference. The EU CTR experience provides a template for progressive implemen-

tation.

19.2. Harmonised SAE Reporting Protocol [A/B]

Addressees: ICH.

Instrument: New ICH guideline supplementing E17 and E6(R2), addressing safety

monitoring in multi-regional trials.

Structure: (i) A single Data Safety Monitoring Board with cross-site mandate and
access to aggregate safety data from all sites regardless of jurisdiction. (ii) One con-
solidated DSMB report, formatted to satisfy the reporting requirements of all partic-
ipating national authorities through jurisdiction-specific annexes. (iii) Harmonised
expedited reporting clocks: a single 7-day clock for fatal and life-threatening unex-
pected SAEs and a single 15-day clock for all others, satisfying the most stringent

applicable domestic requirement.
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Expected outcome: Elimination of the current situation in which a single SAE
in a Japan-China-EU multi-site study triggers five simultaneous reporting obliga-
tions in three languages through four electronic systems with partially incompatible

timelines.

Feasibility: Medium-high. Builds directly on the existing E17 framework; the
technical content is largely available from current DSMB practice; political obstacles

are lower than for jurisdiction-level mutual recognition.

20. Recommendations Addressing Operationality Gaps

20.1. Standard CTA Clauses with Mandatory-Rules Rider [B]

Addressees: Research institutions; professional associations including SCRA and
APEC Life Sciences Forum.

Instrument: Voluntary model contract with jurisdiction-specific annotations, dis-

tributed as an open standard.

Structure: Model clauses covering six subject areas: (i) liability allocation between
sponsor, CRO, and sites with caps calibrated to institutional resources; (ii) intel-
lectual property ownership for jointly generated inventions and data, with default
vesting rules; (iii) indemnification with mandatory minimum coverage for partici-
pant harm, defined by reference to local GDP per capita where relevant; (iv) data
ownership and permitted uses, including secondary research and commercial appli-
cations; (v) post-trial access obligations, including a mandatory minimum period of
access to a beneficial intervention at cost price; (vi) a mandatory-rules rider identi-
fying, for each of Japan, China, the EU, and the US, the domestic rules that apply

to the research relationship regardless of the chosen governing law.

Expected outcome: Reduction in negotiation time for cross-border CTAs; im-
proved protection for non-sponsor parties; greater transparency for participants re-

garding applicable law.
Feasibility: High. Voluntary; builds on the existing EFPIA/PhRMA model CTA;

can be implemented by professional associations without legislative action.

20.2. Culturally Adaptive Informed Consent Protocols [C]

Addressees: ICH, WHO.

Instrument: Amendment to ICH GCP E6, to be incorporated in the next revision
cycle (E6(R3)).
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Structure: (i) A requirement that sponsors conducting multi-site international
studies conduct a pre-study cultural competency assessment for the consent process
in each participating country, with documented output identifying any country-
specific adaptations required. (ii) A documentation requirement for the deliberation
process, not merely the consent event: sponsors must retain records demonstrating
that the participant had adequate opportunity for relational deliberation consis-
tent with the operative ethical tradition, in addition to the executed ICF. (iii) A
permission for family-inclusive consent procedures as a supplement to individual
consent where culturally appropriate and validated by the local ethics committee,
provided that the individual participant retains an unencumbered right to decline

participation regardless of family or community position.

Expected outcome: Consent procedures that are both legally valid and ethically
adequate across all participating cultural contexts; reduction in post-hoc consent

validity challenges.

Feasibility: High. Consistent with the current E6(R3) revision trajectory; the

guidance component can be issued independently of a formal regulatory amendment.

21. Recommendations Addressing Controllability Gaps

21.1. Internationally Validated Federated Analysis Framework [A/B]

Addressees: National data protection authorities; OECD; GA4GH.

Instrument: Internationally validated technical and legal standard for federated
clinical research data analysis, with mutual recognition of certification between na-

tional data protection authorities.

Structure: (i) A technical standard, developed through GA4GH’s existing frame-
work, specifying the minimum requirements for a federated analysis protocol to be
certified as satisfying data localisation requirements under PIPL, GDPR, and anal-
ogous domestic regimes. (ii) A mutual recognition procedure whereby a national
data protection authority’s certification of a federated analysis protocol is accepted
by other participating authorities, eliminating the need for separate national ap-
proval of each protocol. (iii) A model data transfer agreement for certified federated
protocols, providing the contractual basis for cross-border collaboration under the

certified technical standard.

Expected outcome: Legal certainty for cross-border genomic and clinical research
data analysis; elimination of the current grey zone in which federated protocols

operate without formal regulatory validation.
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Feasibility: Medium. The technical component is mature; legal recognition by

national authorities is the critical gap requiring dedicated negotiation.

21.2. Standardised Cross-Border Audit Trail [B]

Addressees: 1SO; national data protection authorities; ICH.

Instrument: Technical standard for research data transfer logging, with regulatory

recognition in participating jurisdictions.

Structure: A minimum logging specification for all cross-border data transfers,
protocol amendments, and SAE reports in international clinical studies, designed to
satisfy the audit requirements of PMDA, NMPA, EMA, and FDA simultaneously.

Expected outcome: Determinable governance state at any given moment; reduced

regulatory inspection burden through pre-verified audit trails.

Feasibility: High. Primarily a technical standardisation exercise; can be initiated

through ICH without treaty-level negotiation.

22. Recommendations Addressing Ethical Adequacy Gaps

22.1. Enforceable Post-Trial Access Obligations [A/B]

Addressees: WHO; research sponsor associations; national regulatory authorities.
Instrument: Declaration of Helsinki implementing guidance; model CTA clause.

Structure: (i) Declaration of Helsinki paragraph 34 should be given operational
content through WHO-issued implementing guidance specifying: the minimum du-
ration of post-trial access (not less than the period for which the benefit persists);
the maximum price at which the intervention may be provided; and the mecha-
nism for identifying participants requiring ongoing access at close-out. (ii) A model
CTA clause incorporating these obligations as a contractual commitment of the
sponsor, enforceable by the investigator site and, through a third-party beneficiary
mechanism, by participants. (iii) A ring-fenced funding mechanism, specified in the

protocol, ensuring that post-trial access obligations survive sponsor insolvency.

Expected outcome: Post-trial access obligations that are specific, contractually
enforceable, and financially secured, rather than aspirational statements without

legal effect.

Feasibility: Medium. Implementing guidance is within WHO’s mandate and re-
quires no treaty amendment; ring-fenced funding requires domestic legislative action

in sponsor-country jurisdictions to be fully effective.
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22.2. Community Benefit-Sharing Standards [C]

Addressees: CIOMS; national ethics committees.

Instrument: Expanded guidance under CIOMS Guideline 2 (Research in Low-

Resource Settings) and Guideline 7 (Community Engagement).

Structure: (i) A requirement that sponsors conducting research in settings where
participants’ communities bear a disproportionate burden of the disease under study
develop, in consultation with community representatives with genuine decision-
making authority, a benefit-sharing plan specifying what the community will receive
as a result of the research beyond individual participant compensation. (i) The
benefit-sharing plan should be submitted to and approved by the ethics committee
as a condition of approval, and should be incorporated into the CTA as a binding
obligation. (iii) CIOMS should develop indicative guidance on the range of appro-
priate community benefits, drawing on existing practice in genomic research and

vaccine trials.

Expected outcome: Operationalisation of the community-level post-trial obliga-
tion recognised in Ubuntu and Confucian ethics and partially reflected in current

CIOMS guidelines; improved community trust in international research.

Feasibility: High. A guidance amendment is within CIOMS’s existing mandate; the

substantive content builds on established practice in genomic research governance.

Conclusion

This paper has developed a governance framework for international collaborative
clinical research grounded simultaneously in private international law methodology
and cross-cultural research ethics. The framework’s ontological foundation decom-
poses the research relationship into six categories, providing a principled vocabulary
for identifying governance gaps with precision. Its central methodological contribu-
tion is the identification of PIL as an intermediate language: a translation mechanism
routing each ontological element, through connecting factors and choice-of-law rules,
to the domestic legal system that gives it normative content. The three limits of this
translation function, identified in §7, define precisely where the current governance

architecture fails and where new instruments are needed.

The gap analysis of Part [V reveals that current mechanisms are characterised by
fragmentation, asymmetry, and normative under-specification across all six ontolog-
ical categories. They fail the standards of efficiency, operationality, controllability,

and ethical adequacy in ways that are systemic and cross-jurisdictional, and there-
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fore cannot be addressed by individual party workarounds or unilateral domestic

regulatory reform.

The nine policy recommendations of Part V are graduated from binding mul-
tilateral instruments to guidance document amendments, reflecting an assessment
of political feasibility. The long-term vision is a multilateral treaty framework for
international collaborative clinical research governance comparable in structural am-
bition to the New York Convention for arbitration or the Montreal Convention for air
carrier liability: a framework allocating jurisdiction and applicable law predictably,
providing accessible enforcement mechanisms for participants, and operationalising
cross-culturally validated ethical standards. Achieving this vision requires sustained
engagement between the international legal community, the bioethics community,
regulatory authorities, and research participants. This paper is offered as a contri-

bution to that collective project.
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A. Glossary of Key Terms

Term

Working Definition

Sponsor

Principal Investigator

Ethics Committee

IRB

Informed Consent

Serious Adverse Event

Data Controller

Jurisdiction

Choice of Law

Mandatory Rules

/

The natural or legal person who takes responsibility for
the initiation, management, and financing of clinical
research.

The natural person who assumes primary legal and eth-
ical responsibility for the conduct of research at a de-
fined site.

An independent body tasked with prospective ethical
review and ongoing oversight of research involving hu-
man participants.

The voluntary, competent, and adequately informed
authorisation by a participant to participate in re-
search.

An adverse event that results in death, is life-
threatening, requires hospitalisation, causes disability,
or involves a congenital anomaly.

The entity determining the purposes and means of
personal data processing; concept drawn from GDPR
Art. 4(7).

The legal authority of a court or regulatory body to
adjudicate or regulate a matter.

The PIL rule or contractual clause designating which
legal system’s substantive rules govern a cross-border
relationship.

Domestic law provisions that cannot be derogated from
by party agreement and apply regardless of the chosen

governing law.
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Term Working Definition

Federated Analysis A data-processing approach in which analysis is con-
ducted locally at each custodian’s site, with only ag-

gregated results transferred across jurisdictions.

B. Summary of Domestic Regulatory Frameworks

Jurisdiction Primary Statute(s) Regulatory @ ICH GCP Status
Authority
Japan Clinical Research Act PMDA Implemented
(2018); PMD Act (E6(R2))
China Drug Administration NMPA Aligned, with devia-
Law (2019); Clinical tions
Trial Measures (2020);
PIPL (2021); Data Se-
curity Law (2021)
EU Clinical Trials Regula- EMA / Na- Implemented
tion No 536/2014 tional CAs
USA Common Rule FDA Implemented
(45 CFR 46, 2018);
21 CFR 50, 56
South Ko- Pharmaceutical Af- MFDS Implemented
rea fairs  Act; GCP
Regulation

C. Model Contract Clause: Liability and Mandatory-Rules
Rider

This clause is provided for illustrative purposes only and does not constitute legal advice.

Article [X] Liability Allocation and Mandatory-Rules Rider

[X.1] The Sponsor shall indemnify each Investigator Site and its personnel from
claims arising from: (a) product liability relating to the Investigational Product; (b)
the Sponsor’s negligent acts or omissions in protocol design or monitoring; (c) any

Sponsor breach of Applicable Law.
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[X.2] Each Investigator Site shall indemnify the Sponsor from claims arising from

its own negligent acts or omissions in study conduct at its site.

[X.3] “Applicable Law” means the laws and regulations of each jurisdiction in which
Study activities are conducted, including any mandatory rules that cannot be ex-
cluded by agreement of the parties, notwithstanding any choice-of-law clause in this

Agreement.

[X.4] Mandatory-Rules Rider

e Japan: Clinical Research Act (2018) Arts. 5-7 (site monitoring; adverse event

reporting) cannot be waived.

e China: PIPL (2021) Arts. 38-43 (cross-border data transfer approval) and
Data Security Law (2021) Art. 31 (important data localisation) apply regard-

less of chosen law.

e Furopean Union: GDPR (2016/679) Arts. 44-49 (cross-border data transfer)
and Art. 17 (right to erasure) apply regardless of chosen law.

e United States: Common Rule (45 CFR 46) and FDA IND safety reporting
requirements (21 CFR 312.32) apply to studies intended to support FDA mar-

keting applications regardless of conduct location.
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