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With rapid recent advances in quantum technology, we are close
to the threshold of quantum devices whose computational pow-
ers can exceed those of classical supercomputers. Here, we show
that a quantum computer can be used to elucidate reaction mech-
anisms in complex chemical systems, using the open problem of
biological nitrogen fixation in nitrogenase as an example. We dis-
cuss how quantum computers can augment classical computer
simulations used to probe these reaction mechanisms, to signifi-
cantly increase their accuracy and enable hitherto intractable sim-
ulations. Our resource estimates show that, even when taking
into account the substantial overhead of quantum error correc-
tion, and the need to compile into discrete gate sets, the necessary
computations can be performed in reasonable time on small quan-
tum computers. Our results demonstrate that quantum computers
will be able to tackle important problems in chemistry without
requiring exorbitant resources.

quantum computing | quantum algorithms | reaction mechanisms

Chemical reaction mechanisms are networks of molecular
structures representing short- or long-lived intermediates

connected by transition structures. The relative energies of all
stable structures determine the relative thermodynamical stabil-
ity. Differences of the energies of local minima and connecting
transition structures determine the rates of interconversion, i.e.,
the chemical kinetics of the process. As they enter exponential
expressions, very accurate energy differences are required for the
reliable evaluation of the rate constants. At its core, the detailed
understanding and prediction of complex reaction mechanisms
then requires highly accurate electronic structure methods. How-
ever, the electron correlation problem remains, despite decades
of progress (1), one of the most vexing problems in quantum
chemistry. Although approximate approaches, such as density
functional theory (DFT) (2), are very popular, their accuracy is
often too low for quantitative predictions (see, e.g., refs. 3 and
4); this holds particularly true for molecules with many energet-
ically close-lying orbitals. For such problems on classical com-
puters, much less than a hundred strongly correlated electrons
are already out of reach for systematically improvable ab initio
methods that could achieve the required accuracy.

The apparent intractability of accurate simulations for such
quantum systems led Richard Feynmann to propose quantum
computers. The promise of exponential speedups for quantum
simulation on quantum computers was first investigated by Lloyd
(5) and Zalka (6) and was directly applied to quantum chemistry
by Lidar, Aspuru-Guzik, and others (7–11). Quantum chemistry
simulation has remained an active area within quantum algorithm
development, with ever more sophisticated methods being used
to reduce the costs of quantum chemistry simulation (12–20).

The promise of exponential speedups for the electronic struc-
ture problem has led many to suspect that quantum computers
will one day revolutionize chemistry and materials science. How-
ever, a number of important questions remain. Not the least of
these is the question of how exactly to use a quantum computer
to solve an important problem in chemistry. The inability to point
to a clear use case complete with resource and cost estimates is

a major drawback; after all, even an exponential speedup may
not lead to a useful algorithm if a typical, practical application
requires an amount of time and memory that is beyond the reach
of even a quantum computer.

Here, we demonstrate, for an important prototypical chemical
system, how a quantum computer would be used, in practice, to
address an open problem, and we estimate how large and how
fast a quantum computer would have to be to perform such cal-
culations within a reasonable amount of time. Our findings set a
target for the type and size of quantum device that we would like
to emerge from existing research and further gives confidence
that quantum simulation will be able to provide answers to prob-
lems that are both scientifically and economically impactful.

The chemical process that we consider in this work is that
of biological nitrogen fixation by the enzyme nitrogenase (22).
This enzyme accomplishes the remarkable transformation of
dinitrogen into two ammonia molecules under ambient condi-
tions. Whereas the industrial Haber–Bosch catalyst requires high
temperature and pressure and is therefore energy-intensive, the
active site of Mo-dependent nitrogenase, the iron molybdenum
cofactor (FeMoco) (23, 24), can split the dinitrogen triple bond
at room temperature and standard pressure. Mo-dependent
nitrogenase consists of two subunits, the Fe protein, a homod-
imer, and the MoFe protein, an α2β2 tetramer. Fig. 1 shows
the MoFe protein of nitrogenase (Fig. 1, Left) and the FeMoco
buried in this protein (Fig. 1, Middle). Despite the importance
of this process for fertilizer production that makes nitrogen
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Fig. 1. (Left) X-ray crystal structure 4WES (21) of the nitrogenase MoFe protein from Clostridium pasteurianum taken from the protein database (the
backbone is colored in green, and hydrogen atoms are not shown), (Middle) the close protein environment of the FeMoco, and (Right) the structural model
of FeMoco considered in this work (C, gray; O, red; H, white; S, yellow; N, blue; Fe, brown; and Mo, cyan).

from air accessible to plants, the mechanism of nitrogen fixation
at FeMoco is not known. Experiments have not yet been able to
provide sufficient details on the chemical mechanism, and theo-
retical attempts are hampered by intrinsic methodological limi-
tations of traditional quantum chemical methods.

Quantum Chemical Methods for Mechanistic Studies
At the heart of any chemical process is its mechanism, the elucida-
tion of which requires the identification of all relevant stable inter-
mediates and transition states. In general, a multitude of charge
and spin states need to be explicitly calculated in search of the rel-
evant ones that make the whole chemical process viable. Such a
mechanistic exploration can lead to thousands of elementary reac-
tion steps (25) whose reaction energies must be reliably calculated.
In the case of nitrogenase, numerous protonated intermediates
of dinitrogen-coordinating FeMoco and subsequently reduced
intermediates in different charge and spin states are feasible and
must be assessed with respect to their relative energy. Especially,
kineticmodelingposes tight limitson theaccuracyofactivationen-
ergies entering the argument of exponentials in rate expressions.

For nitrogenase, an electrostatic quantum mechanical/molecu-
lar mechanical (QM/MM) model (26) that captures the embed-
ding of FeMoco into the protein pocket of nitrogenase can prop-
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Fig. 2. Generic flowchart of a computational reaction mechanism elucidation with a quantum computer part that delivers a quantum full configuration
interaction (QFCI) energy in a (restricted) complete active orbital space (CAS). Once a structural model of the active chemical species (here FeMoco, top right)
embedded in a suitable environment (the metalloprotein, top left) is chosen, structures of potential intermediates can be set up and optimized. Molecular
orbitals are then optimized for a suitably chosen Fock operator. A four-index transformation from the atomic orbital to the molecular basis produces all
integrals required for the second-quantized Hamiltonian. Once the quantum computer produces the (ground state) energy of this Hamiltonian, this energy
can be supplemented by corrections that consider nuclear motion effects to yield enthalpic and entropic quantities at a given temperature according to
standard protocols (e.g., from DFT calculations). The temperature-corrected energy differences between stable intermediates and transition structures then
enter rate expressions for kinetic modeling. For complex chemical mechanisms, this modeling might point to the exploration of additional structures.

erly account for the protein environment. Accordingly, we con-
sider a structural model for the active site of nitrogenase (Fig.
1, Right) carrying only models of the anchoring groups of the
protein, which represents a suitable QM part in such calcula-
tions. To study this bare model is no limitation, as it does not at
all affect our feasibility analysis (because electrostatic QM/MM
embedding will not change the number of orbitals considered for
the wave function construction). We carried out (full) molecu-
lar structure optimizations with DFT methods of this FeMoco
model in different charge and spin states to avoid basing our
analysis on a single electronic structure. Although our FeMoco
model is taken from the resting state, binding of a small molecule
such as dinitrogen, dihydrogen, diazene, or ammonia will not
decisively change the complexity of its electronic structure.

The Born–Oppenheimer approximation assigns an electronic
energy to every molecular structure. The accurate calculation of
this energy is the pivotal challenge, here considered by quantum
computing. Characteristic molecular structures are optimized to
provide local minimum structures indicating stable intermedi-
ates and first-order saddle points representing transition struc-
tures. The electronic energy differences for elementary steps
that connect two minima through a transition structure enter
expressions for rate constants by virtue of Eyring’s absolute
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Table 1. Simulation time estimates

Structure T gates Cl. gates ∆t (10 ns) ∆t (100 ns) Qubits

Quantitatively accurate simulation (0.1 mHa)
Structure 1

Serial 1.1× 1015 1.7× 1015 130 d 3.6 y 111
Nesting 3.5× 1015 5.7× 1015 15 d 4.9 mo 135
PAR 3.1× 1016 3.1× 1016 110 h 1.5 mo 1,982

Structure 2
Serial 2.0× 1015 3.1× 1015 240 d 6.6 y 117
Nesting 6.5× 1015 1.0× 1016 27 d 8.9 mo 142
PAR 6.0× 1016 6.0× 1016 210 h 2.9 mo 2,024

Qualitatively accurate simulation (1 mHa)
Structure 1

Serial 1.0× 1014 1.6× 1014 12 d 3.9 mo 111
Nesting 3.3× 1014 5.6× 1014 1.4 d 14 d 135
PAR 3.0× 1015 3.0× 1015 11 h 4.6 d 1,982

Structure 2
Serial 1.9× 1014 3.0× 1014 22 d 7.2 mo 117
Nesting 6.0× 1014 9.9× 1014 2.5 d 25 d 142
PAR 5.5× 1015 5.5× 1015 20 h 8.3 d 2,024

Listed are the number of Clifford and T-gate operations, the estimate
of the run time (∆t), and the number of logical qubits required to obtain
energies within 0.1 mHa or 1 mHa for two different structures of FeMoco
on a quantum computer. Structure 1 is for spin state S = 0 and charge +3
elementary charges with 54 electrons in 54 spatial orbitals. Structure 2 is for
spin state S = 1/2 and charge 0 with 65 electrons in 57 spatial orbitals (see
SI Appendix for further details). These run times and gate counts are likely
to be pessimistic.

rate theory (ART). Although more information on the poten-
tial energy surface as well as dynamic and quantum effects
may be taken into account, ART is accurate even for large
molecules such as enzymes (27, 28). These rate constants then
enter a kinetic description of all elementary steps that ultimately
provide a complete picture of the chemical mechanism under
consideration.

Exact Diagonalization Methods in Chemistry. If the frontier
orbital region around the Fermi level of a given molecular struc-
ture is dense, as is the case in π-conjugated molecules or open-
shell transition metal complexes (such as FeMoco), then so-
called strong static electron correlation plays a decisive role
already in the ground state. Static electron correlations are even
more pronounced for electronically excited states relevant in
photophysical and photochemical processes such as light harvest-
ing for clean energy applications. Such situations require mul-
ticonfigurational methods of which the complete-active-space
self-consistent-field (CASSCF) approach has been established
as a well-defined model that also serves as the basis for more
advanced approaches (29). CAS-type approaches require the
selection of orbitals for the CAS, usually from those around
the Fermi energy, which can be automatized (30–33). Although
CAS-type methods well account for static electron correlation,
the remaining dynamic correlation is decisive for quantitative
results. A remaining major drawback of exact-diagonalization
schemes therefore is to include the contribution of all neglected
virtual orbitals.

CASSCF is traditionally implemented as an exact diagonaliza-
tion method, which limits its applicability to 18 electrons in 18
(spatial) orbitals, because of the steep scaling of many-electron
basis states with the number of electrons and orbitals (34).
The polynomially scaling density matrix renormalization group
(DMRG) algorithm (35) can push this limit to about 100 spatial
orbitals; this, however, also comes at the cost of an iterative pro-
cedure whose convergence for strongly correlated molecules is,
due to the matrix product state representation of the electronic
wave function, neither easy to achieve nor guaranteed.

Ways Quantum Computers Will Help Solve These Problems.
Molecular structure optimizations are commonly found with
standard DFT approaches. DFT-optimized molecular structures
are, in general, reliable, even if the corresponding energies are
affected by large uncontrollable errors. The latter problem can
be solved by a quantum computer that implements a multicon-
figurational wave function model to access truly large active
orbital spaces. The orbitals for this model do not necessarily
need to be optimized, as natural orbitals can be taken from
an unrestricted Hartree–Fock (36) or small-CAS CASSCF cal-
culation. The missing dynamic correlation can then be imple-
mented in a “perturb-then-diagonalize” fashion before the
quantum computations start or in a “diagonalize-then-perturb”
fashion, where the quantum computer is used to compute the
higher-order reduced density matrices required. The former
approach, i.e., built-in dynamic electron correlation, is consider-
ably more advantageous, as no wave function-derived quantities
need to be calculated. One option for this approach is, for exam-
ple, to consider dynamic correlation through DFT that avoids
any double counting effects by virtue of range separation, as has
already been successfully studied for CASSCF and DMRG (37,
38). Fig. 2 presents a flowchart that describes the steps of a quan-
tum computer-assisted chemical mechanism exploration. More-
over, the quantum computer results can be used for the valida-
tion and improvement of parametrized approaches such as DFT
to improve on the latter for the massive prescreening of struc-
tures and energies.

Quantum Simulation of Quantum Chemical Systems
Ground state energies on a quantum computer can be obtained
by quantum phase estimation (QPE). If we take the time evo-
lution of an eigenstate to be e−iHt |n〉= e−iEn t |n〉, then QPE
learns the phase φ=En t in a manner analogous to a Mach–
Zehnder interferometer. Measuring the phase starting from an
approximate ground state collapses the wave function into an
exact eigenstate and gives its energy. Time evolution is imple-
mented using the Trotter–Suzuki approach (SI Appendix), and
efficient methods exist to implement each of the terms in a
second quantized Hamiltonian (11). Although algorithms are
known that can achieve better scaling than low-order Trotter–
Suzuki methods for some problems (39–44), they are more chal-
lenging to lay out, as circuits and preliminary estimates suggest
that they perform worse at this problem size. For these rea-
sons, we focus on low-order Trotter–Suzuki methods here and
leave the task of fully costing out these alternative methods for
future work.

To achieve reliable results, a fault-tolerant implementation of
the quantum algorithm is crucial. Encoding a single logical qubit
in a number of physical qubits with a quantum error-correcting
code, such as the surface code (45), protects the logical qubit
against decoherence and other experimental imperfections.

Quantum error correction cannot directly protect any arbitrary
quantum operation, but it can protect a discrete set of gates, from
which any continuous quantum operation can be approximated
to within arbitrarily small error (46). Approximation takes two
steps. First, the exponentials in the time evolution are decom-
posed into single-qubit rotations and so-called Clifford gates. In
the surface code, which we consider here, Clifford gates can be
implemented fault tolerantly. The single-qubit rotations, how-
ever, require approximation by a discrete set of gates consisting
of Clifford operations and at least one non-Clifford operation,
usually taken to be the T gate, a rotation by π/8 about the z
axis. Each T gate requires a procedure called magic state distil-
lation, which consumes a host of noisy quantum states to output
a single accurate magic state. The magic state is then used to
teleport a T gate into the computation (47). The space and time
overheads of state distillation render it the most costly aspect of
quantum error correction, leading to a large overhead that is not
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Table 2. Fault tolerance overheads

Requirements Serial rotations PAR rotations Nested rotations

Error rate 10−3 10−6 10−9 10−3 10−6 10−9 10−3 10−6 10−9

Required code 35,17 9 5 37,19 9,5 5 37,17 9 5
distance

Quantum processor
Logical qubits 111 111 111 110 110 110 109 109 109
Physical qubits per 15313 1013 313 17113 1013 313 17113 1013 313

logical qubit
Total physical qubits 1.7× 106 1.1× 105 3.5× 104 1.9× 106 1.1× 105 3.4× 104 1.9× 106 1.1× 105 3.4× 104

for processor
Rotation factories

Number 0 0 0 1872 1872 1872 26 26 26
Physical qubits per – – – 17113 1013 313 17113 1013 313

factory
Total physical qubits – – – 3.2× 107 1.9× 106 5.9× 105 4.5× 105 2.6× 104 8.1× 103

for rotations
T factories

Number 202 68 38 166462 41110 29659 5845 1842 1029
Physical qubits per 8.7× 105 1.7× 104 5.0× 103 1.1× 106 7.5× 104 5.0× 103 8.7× 105 1.7× 104 5.0× 103

factory
Total physical qubits 1.8× 108 1.1× 106 1.9× 105 1.8× 1011 3.1× 109 1.5× 108 5.1× 109 3.0× 107 5.2× 106

for T factories
Total physical qubits 1.8× 108 1.2× 106 2.3× 105 1.8× 1011 3.1× 109 1.5× 108 5.1× 109 3.0× 107 5.2× 106

This table gives the resource requirements, including error correction for simulations of nitrogenase’s FeMoco in structure 1 within the times quoted in
Table 1 using physical gates operating at 100 MHz and taking the error target to be 0.1 mHa.

taken into account in most previous cost estimates for quantum
chemistry.

Resource Estimates. We now estimate the costs of such simula-
tions, focusing on two prototypical structures of FeMoco that
are an example of the complexity of those that naturally would
arise when probing the potential energy landscape of the com-
plex. We first estimate the run time of the computation assuming
a quantum computer can perform a logical T gate every 10 ns or
100 ns; Clifford circuits require negligible time and that a good
trial state for the ground state is available. The cost of preparing
trial states is discussed in SI Appendix. We then determine the
cost of performing this simulation fault-tolerantly using the sur-
face code, such that each physical gate takes 10 ns or 100 ns,
including any time required by the decoder. We will predom-
inantly look at two cases. In the first, we consider a quantum
computer with 10−3 error rates and 100-ns gates as a realistic
estimate of where superconducting technology may be for near-
term devices, and 10−6 error rates and 10-ns gates as an aspira-
tional target for future generations of quantum computers.

We aim to compute the energies with a total error of, at most,
0.1 millihartree (mHa) adding up all sources of discretization
and statistical error. We also consider errors of 1 mHa which
is comparable to the accuracy range of standard state-of-the-art
quantum chemical methods for simple (mononuclear) transition
metal complexes.

We consider three concrete implementations of the quantum
algorithm and show the required gate counts in Table 1. In the
“Serial” approach, the rotations are constrained to occur seri-
ally. In the “Nesting” approach (18), Hamiltonian terms that
affect disjoint sets of spin orbitals are executed in parallel. In
a third approach, programmable ancilla rotations (PAR), rota-
tions are precomputed in parallel factories and then teleported
into the circuit as needed (12). The overall cost of each approach
is found by decomposing the rotations into Clifford and T gates
using ref. 48 for the serial case and ref. 49 in the other cases.
If all gates are executed in series, then we estimate that the
simulation will complete in under a year and use a small num-
ber of logical qubits. PAR can reduce the time required to

several days at the price of requiring nearly 20 times as many
logical qubits. Nesting gives a reasonable trade-off between
the two.

A

B
Fig. 3. Hardware architectures for quantum computers. We show the archi-
tecture of a hybrid classical/quantum computer for quantum chemistry-type
calculations. Shown are (A) a serial architecture using a single rotation fac-
tory and (B) a parallel architecture with multiple rotation factories. The
quantum computer acts as an accelerator to the classical supercomputer.
It consists of a classical control front end, a main quantum processor, and a
number of auxiliary processing units. The devices labeled QRot build single-
qubit rotations using π/8 rotations created in the T-gate factories labeled
Tfac. Red arrows denote quantum communication, and blue arrows repre-
sent classical communication.
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These estimates can be improved, if necessary, using the tech-
niques we provide in SI Appendix. Specifically, we provide simu-
lation circuits that reduce the depth of the quantum simulation
by a factor of 4 and also give near-optimal phase estimation algo-
rithms that use a cluster of quantum computers to estimate the
phase. These methods not only can allow our algorithms to be
run in much less time, if necessary, but also may be of indepen-
dent interest to researchers.

Resource Requirements with Quantum Error Correction. We next
add the overheads required to perform the simulation fault-
tolerantly and summarize the costs for structure 1 in Table 2.
The underlying resource calculations for the fault-tolerant over-
heads follow ref. 45. These costs depend on the physical error
rates in the hardware, and we consider three cases correspond-
ing to (i) a near-term error rate of 10−3, (ii) error rates of 10−6

that may one day be achievable in superconducting qubits or ion
traps, and (iii) 10−9, which could be achievable for topological
quantum computers (50).

We consider a high-level architecture for a quantum com-
puter, sketched in Fig. 3, consisting of a classical supercom-
puter interfacing with a quantum computer that consists of a
main quantum processor and dedicated separate T factories and
rotation factories to produce T gates and to synthesize rota-
tions, respectively. Only the main quantum processor is intended
for general purpose computing, whereas the other factories are
intended for special purposes.

The subdivisions in our architecture need not be physical.
Indeed, we implicitly assume that they are logical in our anal-
ysis, but thinking about the device from this perspective reveals
that quantum computer architectures can be tailored to quantum
simulation. In particular, such hardware can exploit the fact that
such simulations only require magic states when the algorithm
is performing single-qubit rotations. Optimizing against a fixed
architecture designed for quantum simulation can furthermore
reduce the bandwidth needed to control the device, make com-
pilation easier, and simplify communication within the device.

We first observe in Table 2 that the number of logical qubits
in the main quantum processor is only of the order of a hun-
dred, which translates into tens of thousands to millions of phys-
ical qubits, which is challenging but not out of reach. Most of the
qubits are used in the T factories, which each need fewer physical
qubits than the main quantum processor. The number of T fac-
tories needed to perform the serial calculation is small, with 202
such factories required, in this case, for an error rate of 10−3, and
fewer for better qubits. After factoring in the number of qubits
needed per T factory, we arrive at the conclusion that only 105 to
106 physical qubits are needed for the 10−6 and 10−9 error rates.

If we parallelize with the PAR approach, then these costs are
more daunting. The number of T factories required increases by
a factor of roughly 1,000. If we use the nesting approach, then the
costs are an order of magnitude greater than the serial case in the
number of qubits, with a comparable reduction in run times.

To summarize, our estimates suggest that a quantum com-
puter that operates with 10-MHz gates with 10−3 error rates
could be simulated within a reasonable time using either nesting
or PAR, but the number of physical qubits required will likely

be prohibitive. On the other hand, the requirements are much
more modest with the aspirational target of 100-MHz gates with
10−6 error rates; a large but manageable number of physical
qubits suffices, and the need to parallelize is nowhere near as
dire. Therefore, barring further developments in quantum simu-
lation algorithms or quantum error correction, we should aim to
see quantum computers that meet our aspirational goal emerge
from quantum computing programs. New simulation methods
such as in refs. 41–44 may one day provide decisive advantages
for problems like FeMoco, but more work is needed to pro-
vide complete cost estimates for them and, in turn, a fair com-
parison between the costs that they incur relative to Trotter–
Suzuki methods for problems of this size. Finally, these low
gate errors could one day be provided by topological quantum
computers (50), which underscores the value in developing such
hardware.

Discussion
Although, at present, a quantitative understanding of chemical
processes involving complex open-shell species such as FeMoco
in biological nitrogen fixation remains beyond the capability
of classical computer simulations, our work shows that quan-
tum computers used as accelerators to classical computers could
be employed to elucidate this mechanism using a manageable
amount of memory and time. The quantum computer is used
here to obtain, validate, or correct the energies of intermediates
and transition states and thus gives accurate activation energies
for various transitions. The required space and time resources
for simulating FeMoco using the 54-orbital basis and nesting are
comparable to that of Shor’s factoring algorithm for 4, 096-bit
numbers (45).

Parallelizing the quantum computation of the energy land-
scape will be crucial to providing answers within a timeframe of
several days instead of several years. Bounding the number of
repetitions of phase estimation needed to prepare the ground
state from an initial ansatz remains an open problem (see SI
Appendix), and parallelism may often be needed to allow us to
tolerate low success probability. Quantum computers therefore
must be designed with a scalable architecture in mind and also
built with the realization that constructing a single quantum com-
puter is insufficient to solve such tasks. Instead, we should aim
to have quantum computers that can be built en masse, because
clusters of quantum computers will be needed to scan over the
many structures that need to be examined to identify and esti-
mate all important reaction rates (25).

Finally, chemical reactions that involve strongly correlated
species that are hard to describe by traditional multiconfigura-
tion approaches are not just limited to nitrogen fixation: They
are ubiquitous. They range from C–H bond activating catalysts;
to those for hydrogen and oxygen production, carbon dioxide
fixation, and transformation; to industrially useful compounds;
to photochemical processes. Given the economic and societal
impact of chemical processes ranging from fertilizer produc-
tion to polymerization catalysis and clean energy processes, the
importance of a versatile, reliable, and fast quantum chemi-
cal approach powered by quantum computing can hardly be
overemphasized.
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