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Conjecture: future, scientifically useful, multiscale models will include new classes that rely on relational grounding

C.Anthony (Tony) Hunt, UCSF
Preamble
The units, dimensions, and/or objects to which a variable or model constituent refers establish groundings.  

The three workshop themes areas are “Bridging to Higher Scales,” “Linking Disparate Methods,” and “Dealing with Uncertainty in MSM.”  Model grounding issues cut across all three themes.  Model grounding issues are also relevant to the issues presented in all five whitepapers.  

The subsection headings are the take-home messages of this position paper.  

The primary focus of observations presented herein is on biological systems where there is still considerable uncertainty about how (and why) phenotypic phenomena are generated.  

The current trajectory for MSM is toward model systems that will, in many ways, become increasingly like aspects of their referent, living systems.  In doing so, they will become multi-attribute, nested, executable, knowledge embodiments.  

In this position paper, we present a case that there needs to exist a spectrum of multi-scale model classes.  Those that rely exclusively on absolute grounding will be at one extreme and those that rely on relational grounding at the other.  With rare exceptions, all current computational biomedical models use absolute, metric, or hyperspatial grounding.  We suggest that developing and making available model classes that use relational grounding is essential for discovering and validating causal genotype-phenotype linkages.  

Consider a simple epithelial cell culture model within its wet-lab context.  How is the model grounded?  How are the cells and their constituents grounded?  The groundings are relational.  It is the measures and recordings of the model’s phenomena that use absolute, metric, or hyperspatial grounding.  The same can be true with MSMs.  The result will be broadly useful, multi-attribute, multiscale, computational, biomimetic models.  

A Glossary is provided at the end of this document.  When terms in the Glossary are first used in the text, they are underlined.   
· Grounding issues cut across all aspects of MSM, and so need to be woven into the discussion
Inductive mathematical models are typically grounded to metric spaces.  So doing provides simple, interpretive mappings between output, parameter values, and referent data.  Because phenomena and generators are tightly coupled in such models, the distinction between a phenomenon and its generator within the model is often small.  Metric and absolute grounding creates issues that must be addressed each time one needs to expand the model to include additional phenomena, when combining modules and models to form a larger system, and when context changes.  Adding a term to an equation, for example, requires defining its variables and premises to be quantitatively commensurate with everything else in the model.  Such expansions can be challenging (Vlachos, 2005) and even infeasible when knowledge is limited, uncertainty is high, and mechanisms are mostly hypothetical.  Such circumstances occur when the characteristics of a problem place it near the center or on the left side of one or more of the scales in Fig. 1.  A model composed of components all grounded to the same metric spaces—a physiologically based pharmacokinetic model, for example—is itself grounded to the Cartesian composite of all those metric spaces.  The reusability of such a model is limited when experimental conditions are different or when an assumption made is brought into question.  That is in part because an absolutely grounded model conflates two different models having different uses: the physiologically based mechanistic model and the in silico-to-referent mapping model.  

Dimensionless, relational grounding is another option (e.g., see Butia et al., 2010).  In equation-based models, dimensionless grounding is achieved by replacing a dimensioned variable with itself multiplied by a constant having the reciprocal of that dimension.  That transformation creates a new variable that is purely relational.  It relies on the constant part of a particular context.  

The components and processes in synthetic models (in Glossary; discussed in detail in Hunt et al., 2009) created using OO programming methods need not have assigned units (“absolute grounding”); see (Tang et al., 2010), (Kim et al., 2009), (Park et al., 2010) for examples in which each constituent and each module is grounded to a proper subset of other modules and constituents.  Cellular automata and agent-based models are examples.  Relational grounding enables synthesizing flexible, easily adapted, extensible, hierarchical analogues.  
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Figure 1.  Problem characteristics & system phenotype.  The scientific circumstances of any biomedical research problem can be characterized by indicating an approximate location on the four scales.  Most engineering (and many molecular biophysics) problems are characterized by being on the right side of all four scales.  A computer chip design problem would be on the far right side of all four scales.  Most biomedical research problems (dealing with systems having living components) would be characterized as being somewhere between the center and the far left.  Being on the right favors reliance on inductive reasoning and developing inductive models that can be precise and predictive: the generators of phenomena are well-understood.  Precise knowledge about mechanisms is available at all levels of granularity.  Moving to the left, with living systems, uncertainty increases.  Conceptual mechanisms are less validated (less trustworthy) and more hypothetical.  Difficulties in falsifying mechanistic hypotheses increase dramatically in moving from right to left.  Reliance on inductive models requires accumulating networked assumptions, some of which may be abiotic.  Those assumptions are locked in by reliance on metric and absolute grounding.  Prior to the advent of OO programming, there was no option but to rely on inductive models and metric grounding even though the objects of study were unique and particular.  In moving from right to left, one must rely increasingly on abductive reasoning; new model classes that support abductive reasoning are needed.  The focus should be more on discovering and challenging plausible mechanisms, and less on making precise predictions.  Flexible exploration of mechanism space requires models that use relational grounding.
· Relational grounding enables flexible, extensible, adaptable analogues, but requires a separate analogue-to-referent mapping model 
There is an important, additional biological consideration.  Adaptation and flexibility are required for composite (in Glossary) cell, tissue, organ, and organism models designed for experimentation.  That is in part because the context of the sub-models is determined by the organization and state of the super-models.  We suggest that the best strategy is to rely on relationally grounded analogues and use absolutely grounded, context specific mapping models that may require changing when context, perspective, or aspects of interest change.  The latter is easy.  
Hybrids of the above grounding methods are also possible. Some models can be synthesized by plugging together components that are simpler models.  For example, in (Zhang et al., 2007) output of metrically grounded, equation-based models of subcellular molecular and cell cycle details contribute to rules used by cell level agents.  Such coupling makes them somewhat relational because not every component must be connected to every other component (or adhere to a standard adhered to by all other components, as with the High Level Architecture—IEEE standard 1516-2000).  However, their synthesis will depend in a fundamental way on their grounding, sometimes to a metric space, as in (Sun et al., 2007) and (Gennari et al., 2008).  The High Level Architecture (and similar) standards can be considered as hybrids, because they provide openness and extensibility that allows some sub-systems to integrate based on one standard and others to integrate based on another standard.  

· Knowledge embodiment requires models (synthetic analogues) that are relational 
All of the arguments put forth in the draft Multi-cell whitepaper apply here.  Grounding all the elements of a model absolutely, to real, physical units like meters, seconds, and µg/ml is the standard method for hooking the semantics of the computational model to the conceptual models on which biomedical scientists rely.  Such grounding is common because it makes the computation purely mechanical, a black box function that “mindlessly” takes input and transforms it into output.  All the semantic grounding for such a model is done outside the computational framework, manually, by the humans interpreting the I/O of the black box.  Hence, no knowledge, no semantics, is embedded in the model.  Various computational methods have been invented to remedy that and to allow embedding knowledge in the machine.  Expert systems isolate the semantic grounding at the initial conditions and apply a language grammar to mimic logical reasoning: it is the most obvious example of embedding knowledge into a computation.  However, relational databases, cellular automata, artificial neural networks, object orientation, agents, etc. do much the same, albeit for different types of knowledge.  These methods represent an implicit embedding of knowledge by mapping computational mechanisms to the hypothesized mechanisms within their referents.  

To illustrate, consider a finite volume method (FVM) simulation of a fluid that consists of discretized blocks and equations that determine the flux for each block.  The equations inside the blocks (black boxes) map to the high level flow dynamics of the referent fluid.  There is no mapping from the model to the molecular interactions that compose the higher level fluid dynamics.  The simulation implicitly contains the conservation of mass and the spatial relations that allow it to stand in for the referent and behave similarly, as measured by the PDEs that describe the high level behavior of both systems.  Each volume block is grounded to those around it.  This example of implicit knowledge is trivial, however, because the I/O for each volume is grounded absolutely to the same units.  That absolute grounding makes the relative grounding of a volume with its neighbors invisible to the users.  In order to progressively embed more and more knowledge into a computation, such relative grounding must be made explicit. 

A much less trivial, implicit knowledge embodiment can be seen in models programmed using object-oriented programming (OOP) languages.  The class and instance names, their property and method names as well as their data types provide a semantic grounding.  OOP mechanisms are more obviously relationally grounded because any two interacting objects may only need to understand each other’s I/O.  Often objects’ I/O are buried deep inside the code and the user never sees that I/O.  It is this potential for relational grounding that gives OOP its advantage in complex software engineering and in building simulations of complex systems.  For knowledge embedded in a biomimetic, computational system to be useful, especially in a social context like shared model usage, validation, and falsification the embedded knowledge must be visible to the user (which is not the case now).  Because the focus is science, the user must know the knowledge is there and be able to discuss it, rely on it, and falsify it, while understanding the domain over which that knowledge, and hence that model, is applicable.  

· Relational grounding facilitates referent knowledge embodiment within computational mechanisms 
The dominant method for explicitly embedding knowledge inside a model is with a markup language (XML), a set of core terms and constraints on how they can be used (XML Schema), and a set of  related domain specific terms (ontology).  They exist because the most common languages used to implement computational mechanisms are universal in what they can express, so called Turing Complete languages.  Any practical procedure one can dream up is representable in these languages, which makes it difficult to know what a computational mechanism is doing without very close examination.  The draft Multi-cell white paper (and other works) addresses how computational biology markup languages standardize the relationships between the terms.  Any computation that adheres to the standard can be trusted to, at least, preserve those terminological relationships.  This stability facilitates integration, translation, and validation by allowing domain experts (scientists) to examine the mechanisms to an extent, without forcing them to also be competent computer programmers.  Hence, although implicit referent knowledge embodiment within computational mechanisms can, to a limited extent, be accomplished without explicit ontologies, such embodiment will see limited exposure because it prevents specialization into the technical programming versus the domain expertise.  
The ability for a domain expert to examine a model without becoming an expert in the computational implementation is as critical to progressive advancement in using multiscale simulation for biology as it was for biomedical scientists to design and perform experiments without becoming experts in laboratory equipment manufacture.  The progression from custom built experimental apparatus (still a common practice in 1960) to identifiable, standardized (and named) lab products allows scientists to push what are complicated methods down so that they are subsumed by engineering, production, and validation processes.  So doing frees scientists to build their experiments atop complicated lab equipment (e.g., a cell sorter, a confocal microscope, monoclonal antibodies, transfection reagents, automated DNA sequencer) without worrying or becoming experts in the details of the equipment mechanisms that produces the final desired data output.  The same must become true of computation and, in particular, simulation using modular, multi-attribute, hierarchical, heterogeneous, biomimetic analogues.  This subsumption from custom apparatus (the current state of MSM) to engineering production moves the knowledge from the mind of the experimenters into the in silico apparatus.  Scientists subsequently design their work around the new technology and its relationship to the object of study. 

· Metric grounding complicates combining models or modules to form larger moels unless all are also absolutely grounded 
The integration issues identified above (under Knowledge embodiment requires models (synthetic analogues) that are relational) balloon into very important choices that must be made by the modeler, in the context of the technical and mathematical detail being considered.  To illustrate these issues, consider a typical ODE, defined as: 
dx/dt = f(x, u, t), x(t0) = x0;   y = g(x, u, t), where, 

t is a Real number such that  t ≥ t0;

x(t) is an n dimensional real tuple representing the state of the system;

u(t) is an m dimensional real tuple representing the system input; 

y(t) is an l dimensional real output;

x0 is a real number representing the initial condition.

Then consider another ODE using a different ordering parameter s, state description p(s), system input v(p), and output q(t): 

dp/ds = f(p, v, s), p(s0);   q = g(x,u,t)

When considering integrating these two systems to form a sibling (lateral, flat, non-hierarchical), the modeler must find mappings t ~= s, p ~= x, v ~= u, and y ~= q.  Almost without exception, this means finding expressions for each element in some real-world units.  More importantly, integrating the two models when the scales are very different, even if the units are the same, presents technical choices the modeler must make.  Those choices impact the behavioral solution the scientist sees.  See (Vlachos, 2005) for details and examples.  Again, the typical solution for engineered systems is to ground the entire model in the same, low-level units, a “least common denominator” as it were, effectively flattening the model.  Note that there are modeling tools like Ptolemy II (http://ptolemy.eecs.berkeley.edu/) that help the modeler make these decisions with much reduced effort (Liu and Lee, 2000); but the decisions must still be made. 

Grounding to hyperspaces increases flexibility and extensibility.  A hyperspace is a composite of multiple metric spaces (and possibly non-spatial sets).  Grounding to a hyperspace provides an intuitive and somewhat simple interpretive map (e.g., see Fages, 2006).  Relational, hyperspatial grounding is more intuitive and understandable by the biomedical scientist than are absolute groundings.  Phenomena and generators are more distinct, because derived measures will often have hyperspace domains and co-domains, making them more complex as interpretive functions.  Hyperspaces are often intuitively discrete, so they do not require discretization.  They thus handle heterogeneity better than does a model grounded to a metric space.  The High Level Architecture and federated systems for distributed computer simulation systems are examples of hyperspace grounding.  Their focus is to define interfaces (boundary conditions) explicitly so that components adhere to a standard for such interfaces. 
· Absolute grounding can simplify integration by forcing common units and, hence, a common integration target, but context change may require model reengineering 
However, so doing makes the model very fragile to changes in referent context.  Inductive, equation based models are typically grounded to metric spaces because they are induced from particular (and possibly other use case) experiments.  They are often fragile to changes in context.  The expanding network of assumptions on which the inductive biological model depends makes them increasingly fragile to context as one moves from right to left in Fig. 1.  Being fragile to context means they are unlikely to be reused (in fact, most are rarely reused).  However, an important, scientific motivation for interest in multi-attribute, multiscale, hierarchical, biomimetic models is to explore the consequences of interventions, specifically therapeutic and environmental, or of abnormalities (such a tumorgenesis).  For the referents, such interventions often alter context.  

When one changes the environment and experimental conditions of a wet-lab systems (primary tissue explants, for example) from A to B, the living constituents simply adapt.  An inductive, absolutely grounded MSM that is parameterized and has undergone validation against phenomena measured in context A may need to undergo considerable reengineering and reparameterization in order to validate against the altered phenomena measured in context B.  Relationally grounded analogues can be easily adapted to function in a new context, but the in silico-to-referent mappings may change.  

· An absolutely grounding model is actually a multi-model 
Consider a large, multi-scale, absolutely grounded, ODE model of cancer growth (under specific experimental circumstances).  It is a conflation of several models.  Here are three.  1) The equations model hypothetical measures of phenomena generated by 2) the operation conceptual models (which are grounded to the biology via the literature) of specific referent system features and aspects.  3) The units of those measures provide a precise, quantitative mapping to the referent biology.  Good science requires that these different models be specifically identified.  Such model conflation reduces flexibility and limits reuse.  An optional approach to model the same cancer growth would be to first replace the conceptual models of specific referent system features and aspects with actual, concrete software objects and spaces that have execution protocols.  That system would be grounded relationally.  Real rather than hypothetical measures could be taken of phenomena generated during execution.  Most of the latter measures would be metrically grounded, but the units would be arbitrary.  Finally, quantitative mapping models could be used to relate measures of in silico phenomena to real measures of referent phenomena.  Such model separation increases flexibility and encourages reuse.  

· Multi-paradigm modeling requires both hyperspatial and relational grounding 
Even in the simplest case of multi-paradigm modeling, integrating a discrete event (DE) sub-model with a discrete time (DT) (e.g., ODE) sub-model, mappings must be made between the components so that the system as a whole behaves appropriately.  When metric grounding is preferred, the most expedient route is absolute grounding.  In that common case, the units of the entire system provide the “least common” grounding so that the events and the I/O of the DT components will relate.  This effectively flattens hierarchical models and provides a single, ideal, paradigm (that of an approximation to a continuous system) to which all components relate.  However, true, biomimetic, multi-attribute, hierarchical, composite models, where each component can contain internal mechanisms that are unrelated to (can be independent of) the internal mechanisms of other components, will require relational grounding.  To preserve hierarchy (avoid flattening), hyperspatial grounding will also be required. 

· Biomimetic analogues designed to facilitate translational research and development must have long lifecycles 
Cell culture models have attributes for which human counterparts are believed to exist.  They also have attributes for which there are no human (or whole organism) counterparts.  That is true of all model-referent relationships.  Conceptual mappings from one wet-lab model to another or from a wet-lab system to human referents are difficult to falsify.  One relationally grounded analogue can be morphed into another.  That morphing stands as a model of the conceptual mapping: it can be directly challenged and falsified (or not).  Biomimetic analogues designed to support translational research are expected to evolve, to be iteratively revised following experimental challenge.  They are expanded to become more realistic, more trustworthy, and thus more scientifically useful.  Their limitations too will become better understood, and that increases the believability of the model, as long as it is used within its limits, but also points out what conditions are perhaps not being treated properly in the model.  They must be adaptable and extensible, and that (we maintain) requires that they rely on relational grounding, like their referents.  Those that do can have long lifecycles.  They will help us understand what does and does not translate from one wet-lab model to another and from bench to bedside.  Some will mature to become virtual tissues and organs: components in virtual patients (Hunt et al., 2009).  We suggest that the latter begin as relational analogues and remain so to the degree feasible, and that separate mapping models be developed in parallel.  
· Exploring mechanisms of normal-to-disease transition requires model components that are relationally grounded 
Multi-attribute, multiscale, nested models are expected to help achieve exploitable insight into normal-to-disease transitions and facilitate discovery of new treatment options.  Normal-to-disease transitions may involve changes in how components at multiple levels interact.  Multilevel structural changes can occur.  Those circumstances place us on the left side of Fig. 1 where inductive, metrically grounded models may not be up to the task.  Many alternative mechanistic scenarios need to be explored and challenged.  Having metrically grounded components makes exploration of that changing mechanism space problematic.  Reliance on relational grounding makes mechanism exploration simple and intuitive.  

· Components in composite, multi-attribute, biomimetic modules and models need some autonomy.  
Relational grounding facilitates providing it
All models have a degree of articulation, which is the extent to which the model consists of distinct parts, modules, or components.  An ODE model, for example, can be analyzed into parameters, variables, terms, etc.  Some distinct components of a cellular automaton model are its transition rules for each cell, and the states held by cells.  A model’s articulation is the extent to which the components are encapsulated and the internal dynamics of the components are independent of those of the other components.  This concept extends beyond the typical OOP encapsulation of state and behavior into activity.  This concept is critical for composite, biomimetic models.  When a component does not need any other components to the extent of initiating and maintaining its own run-time, then that component is autonomous.  Mammalian cells can be autonomous in vitro.  Scientifically useful in silico models of those cells will need to be autonomous. 
Tissues and organs are highly articulated systems.  The components in a highly articulated model of one of those systems will need to be quasi-autonomous. That means that they can be effectively replaced by other components.  Such a situation is achieved by specifying the I/O requirements of the components in ways consistent with biology.  If the I/O for a model’s modules are specialized and tightly coupled to the other components and modules in particular and unique ways, then the model can be called a composite or articulated model from an engineering standpoint.  However, from a practical perspective, it is monolithic.  One cannot easily remove (unplug) a component and use it elsewhere.  It is straightforward to isolate primary epithelial cells, separate them, and study them as tissue culture models.  We need computational analogues capable of the same.  That is because, long term, we want our analogs to be “alive,” to whatever extent is possible using computers, so that they are as similar as possible to our referents.  Biology is the study of life.  Biological models must mimic life.
The spectrum of model articulation is orthogonal to those of absolute vs. relative and metric vs. hyperspatial grounding.  The extent to which a component is autonomous is handled by the clear maintenance of component use cases (aspects or, collectively, the component’s phenotype).  Autonomy can be established regardless of how the model is grounded, but only when the use cases are clearly defined.  For example, one might argue that a purely relational model, where every component’s I/O is meaningful only in the context of the other components with which it communicates, lacks any autonomy.  That will be the case as long as there is only one use case for that component and a single use case for all connected components.  That will be the case as long as that particular, specific organization of components is unique and no other arrangement makes sense.  However, if even one of the components has multiple use cases (multiple plausible configurations), the degree of autonomy of that component and all those connected to it, increases.  Complete autonomy for a component is achieved in the limit as the number of use cases rises, regardless of how the component is grounded.  A MDCK cell culture can have a huge number of use cases.  A scientifically useful, in silico analogue of MDCK cell cultures must have a large number of specified use cases.  To enable that, the composite cells in that analogue (and components and modules within) must have a high degree of autonomy and a number of specified use cases.  

· A composite model (aka, MSM) is a graph of black boxes integrated by I/O edges; relational grounding enables synthesis of large composite (multi-module) models 
Composite models can be understood as graphs of black (or gray or transparent) box vertices integrated by I/O edges.  The use cases for each component dictates I/O types.  If two components are grounded differently, there must be integration logic to map the I/O of the two components.  Even in the case where the two components are absolutely, metrically grounded, with multiscale composite models, there must be component intermediaries (e.g., the “scaling translators” in [Margoninski et al., 2006]) that map one component’s output to another’s input.  Hence, explicitly handling the edges between the black boxes, as methods for mapping I/O, is a best practice no matter what type of model one constructs.  
An additional issue to consider is the extent to which (seemingly) purely technical components are exposed to (integrated with) the modeling layer.  There are many models where various technical components must be chosen depending on the details of the model.  For example, when a system of ODEs becomes “stiff”, instability in solvers can occur, even with simple but pathological equations like y = (x2 – 3x)/(x – 3.001), which is erroneously solved by Mathematica.  Such examples provides further evidence that the explicit design of inter-component mappings is a best practice when developing composite, biomimetic models. 
If we accept that explicit I/O mapping is a best practice when developing composite biomimetic models, and that relational grounding for composite models forces development of such methods, it becomes clear that relational grounding is a robust and preferred modeling method.  However, relational grounding is inappropriate when the model being considered is, naturally, monolithic or non-articulated, i.e., when all the components are fundamentally dependent on the structure of the I/O of other components.  Such is often the case when dealing with mathematical models. 
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Glossary

abduction: arrival at a conjecture based on a pattern observed in one or a few particular cases; construction of hypothetical speculation (consistent with current knowledge) about the process by which an outcome (phenomenon) came to be, where the hypotheses are all equally reasonable as long as they lead to the outcome; arrival at a conjecture (hypothesis) that would, if true, explain the relevant evidence
agent: [technical] an object within an object-oriented program that can schedule its own events [within an analogue: it is quasi-autonomous; it senses and is part of its environment; it pursues and can revise an agenda within a larger script; it is identifiable by an observer as a cause of an effect; its attributes and actions may be designed to represent biological counterparts, whereas others will deal with issues of software execution] 
agent-based: something formulated with or built up from agents; [in agent-based modeling] a model designed for simulation in which quasi-autonomous agents are key components 

analogue: anything that is analogous or similar to something else, and that exists and operates in isolation even in the absence of a referent; a system that has aspects and attributes that are similar to those of a referent system; a model implemented in software that, when executed, produces phenomena that mimic those of the model’s referent

articulation: the extent to which the model consists of distinct, interconnected parts or components; the extent to which components are encapsulated and their internal dynamics are independent of those of the other components 
aspect: the perspective taken when a system is observed; one of many functional effects that result when a system executes
generator: a process or event that causes, produces, or contributes to phenomena (generator-phenomenon relationships are discussed in a following section)
grounding: units, dimensions, and/or objects to which a variable or model constituent refers 
absolute grounding: variables, parameters, and I/O are in real-world units like seconds and meters 
relational grounding: Variables, parameters, and I/O are in units defined by other components of the model.  For example, if one component's output is in the set {red, blue, green} and a receiving component accepts elements in that set as its input 
metric grounding: Variables, parameters, and I/O are in subsets of metric spaces.  For example, when a parameter takes real number values in the range [-1.0, 1.0] 
hyperspace: a set, X, of sets, xi, where each constituent set xi may or may not be a subspace of some metric space.  For example, the three element set {x0, x1, x2} where x0 = {A, B, C}, x1 = [-1.0, 1.0], x2 = {red, blue, green} is a hyperspace 
induction: arrival at a conjecture (universal conclusion) based on a pattern observed in many particular cases; generalization: reasoning from detailed facts to general principles; generalization drawn from patterns in observed data
multi-paradigm model: A model that integrates more than one type of computational framework.  (cf. http://en.wikipedia.org/wiki/Multiparadigm_programming_language)  For example, when a model combines an expert system with several fluid dynamics models 
synthetic model: a model system constructed from extant, autonomous components whose existence and purpose are independent of the model they comprise; one formed specifically by combining elements, often varied and diverse, so as to form a coherent whole  
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