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Abstract

Recent years have witnessed the revolution sparked by Large Language Models
(LLMs) in almost every Al-related field, and bioinformatics is no exception. While
bioinfo LL.Ms boost the performance on many tasks such as protein structure
prediction and DNA generation, three large gaps still exist between the bioinfo
LLMs and LLMs in its mainstream community: generalizability (diversity of
prior knowledge and target tasks), scalability (model sizes), and flexibility (In-
Context Learning (ICL) learning paradigm). In this work, we aim to level the gap
by applying supervised finetuning and in-context learning upon general-purpose
LLMs for bioinformatics tasks. Experiment results on TAPE benchmark suggest
that wider prior knowledge does not help bioinfo performance yet, and in-context
learning for bioinfo tasks is generally still too hard; however, scalability indeed
matters.

1 Introduction

Since the advent of ChatGPT [33]], Large-Language Models (LLMs) have repeatedly proved itself
to be a game-changer not only in chatbot, but also in almost every Al-related field, such as Natural
Language Processing (NLP) [36} 9], Computer Vision (CV) [47, 25], and Reinforcement Learning
(RL) [7, 28]. The most significant changes brought by LLMs are the paradigms; inspired by the
autoregressive sequence-predicting LLMs, researchers start training Al generalists on huge amount of
data with wildly diverse tasks, using models that are magnitudes larger than previous state-of-the-arts,
and conducting In-Context Learning (ICL) which allows the model to learn at inference time from
examples without any training [8]].

Such paradigm revolution sparked by LLMs has also greatly shaped the research direction of
bioinformatics [20} 31} [16]. Many works formulate bioinformatics problems like protein structure
prediction [[16] and DNA generation [41] as sequence prediction or generation problems, and address
them using variants of LLMs [31]]; and even the works without transformer architecture or autore-
gressive sequence prediction paradigm, inspired by LLMs, are chasing after generalist models [/1]]
and using much larger data and model sizes [21]]. With all these works, a bioinfo LLM community is
on the rise, with some most representative works being AlphaFold2 [20], Evo [31] and ESM3 [16].

However, Several large gaps still exist between the bioinfo LLM community and the mainstream
LLM community if we inspect the former from the latter’s perspective, which are the generalizability,
scalability, and flexibility gap. For generalizability, general-purpose LLMs, such as ChatGPT [33],
Llama [12] and Qwen [51], are usually trained with a corpus from a diversity of tasks, such as
reasoning, math and coding, while bioinfo LLMs usually only takes limited forms of data (e.g.
structure and function information [[16], amino/nucleic acid sequence [41},49], and ions [21]]), and
usually can only address much smaller variety of tasks in the protein or DNA field [41]]. For scalability,
flagship-level general-purpose LLMs usually have around 100 billion parameters [51} [12]], while
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for bioinfo LLMs, a model with 7 billion parameters is already a large model [16]. For flexibility,
there are extensive study on the In-Context Learning (ICL) ability for general-purpose LLMs [4,|50]
with impressive results [3]], while for bioinfo LLLMs such area is largely under-explored despite some
attempts [30} [15,[13]]. Our work aims to explore and level these gaps; more specifically, we want to
address the following questions:

1. Does the prior knowledge from general-purpose training helps the performance on bioinfo
tasks? (Generalizability)

2. Does scalability matters for bioinfo LLMs? (Scalability)
3. Does in-context learning works for bioinfo LLMs? (Flexibility)

To address the three questions, we try to conduct Supervised FineTuning (SFT) and In-Context
Learning (ICL) on four protein classification and prediction tasks for TAPE benchmark [37], which
are secondary structure prediction (token classification), remote homology prediction (sequence
classification), fluorescence intensity prediction (regression), and protein stability threshold prediction
(regression). We found that, while the answer for our question 1 and 3 are generally negative, the
answer for question 2 is positive; that is, scalability indeed lead to better performance. We believe our
work to be an interesting useful exploration into the difference between bioinfo LLM and mainstream
LLM community.

2 Related Work

Bioinformatic LLMs. LLMs specifically designed and trained for bioinfo tasks is a popular topic
in bioinformatics in recent years [16} 20, 6], as genetics [41] and protein [29} [32] prediction and
generation problems can both be modeled as sequence prediction tasks with each token being
amino acid [49], nucleic acid [52], or even encoding for structural relations [49]. Beyond normal
architectural choices such as transformer [46]] and Hyena [34, 35]], many bioinfo-specific designs,
such as Geoformer [49], Grover [41] and k-mer tokenizer [18]] have been proposed to merge domain-
specific knowledge into the model design. However, compared to general-purpose LLMs, almost all
these LLMs are largely limited in scalability and generalizability. To start with, mainstream general-
purpose LLMs usually have around 100 billion parameters, but most bioinfo LLMs usually have
less than 7 billion parameters [31} 20]. Even for the few models such as ESM3 [16]] that uses nearly
100 billion parameters, they are only pretrained on much less data (<1000B tokens [16] vs. multiple
trillions for general-purpose LLMs [12]) on much less diverse tasks (DNA/protein sequences [[16}[31]
vs. general tasks such as reasoning, math and coding [12} 51]]). Therefore, our work aims to explore
whether the general-purpose training actually helps performance on bioinformatics task.

Biology-related tasks for general-purpose LLLMs. While bioinformatics is not a focused area of
interest in the mainstream LLM community, bioinfo tasks are often still included in general-purpose
LLMs’ benchmarks for evaluting their core abilities [38, [L7]. For example, GPQA [38]] contains
many challenging genetics and molecular biology multiple choice questions even for human experts,
and MMLU [17] also contains many high school-level and college-level biology problems. There
are also more biology-specific benchmarks for general-purpose LLMs, such as LAB-Bench [22]]
(multiple choices) and BioLLMBench [43] as more specific biology knowledge tests for general-
purpose LLMs. Another line of work leverages LLM’s ability for medical purposes [26], such as
image classification with vision-language models [[19} [13]], information extraction / summarization
from medical records [43]], question answering [10] and report generation [27]. However, the above
works are mostly focused on natural language-based problems [11] and classification tasks [19]], for
which high-level grasp of knowledge is mostly sufficient; instead, our work focuses on predicting
different protein properties from raw primary sequence, which requires much more in-depth analysis.
A recent similar work to ours is Metalic [5], which also asks LLMs to predict fitness from raw
sequence; however, it tests bioinfo LLMs such as Progen2 [32], ESM1 [39] and ESM2 [24] instead
of general-purpose LLMs such as GPT-4 [2], Llama [[12] and Qwen [S1]. Another recent work tries
to interleave protein with natural language [54] for LLMs to inference more naturally with encoded
protein sequences; however, their solution cannot be plugged onto general-purpose LLMs.

In-context learning for bioinformatics. As an emergent learning paradigm, in-context learning [[8]]
has been increasingly popular in recent years for its low computational cost (no training needed), easy
implementation, high data efficiency and immunity to catastrophic forgetting issues [3]]. Several work
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Figure 1: Ilustrations of our selected tasks from the TAPE paper [37].

has tried to apply in-context learning to bioinformatic tasks, such as molecular design [30], concept
linking [48]], image classification [[19, [13], knowledge retrieval [[14], and natural language question
answering [3}154]]. However, in-context learning is still largely underexplored for bioinformatic tasks,
and our work aims to level this gap.

3 Methodology

In this section, we introduce the benchmark and pipeline of our work. We first introduce the TAPE
benchmark shared between the supervised finetuning and in-context learning part of our work in
Sec. and then introduce the supervised finetuning and in-context learning pipeline in Sec. [3.2)and
Sec. respectively.

3.1 TAPE Benchmark

TAPE benchmark [37] is a protein transfer learning benchmark, where models need to predict some
properties y of the protein from primary (amino acid) sequences x = {z1,x2, ..., T, }. We select
this benchmark as it is a widely recognized testbed, has well-organized available dataset, and covers
various protein properties and types of machine learning tasks.

More specifically, TAPE consists of five tasks: secondary structure prediction, contact prediction,
remote homology detection, fluorescence landscape prediction, and stability landscape prediction. We
test all tasks except contact prediction, as it requires O(n?) pairwise prediction result for proteins with
n > 200 amino acids, which exceeds most LLM’s capabilities and are extremely slow to inference.
Below are the introduction for the rest four tasks:

* Secondary structure prediction. This is a token classification task, where a primary
sequence {x1, T2, ..., x,} is given with each amino acid z; as a token. Each token of the se-
quence x; needs to be categorized into one of the three labels: y; € {Helix, Strand, Others}.
Each label indicates the secondary structure the amino acid belongs to. The task is illustrated

in Fig.[T] (a).
* Remote homology detection. This is a sequence classification task ({z1, z2,...,z,} —
y € {1,2,...,M}), where the primary sequence of a protein is given and need to be

categorized into one of the M = 1195 different labels, each represents a possible protein
fold. The task is illustrated in Fig.[I] (b).

* Fluorescence landscape prediction. This is a regression task where we need to predict the
log fluorescence intensity level y € R of the protein from its primary sequence x. The task
is illustrated in Fig.[T] (c).

* Stability landscape prediction. This is also a regression task where we need to predict the
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Figure 2: An illustration of our supervised finetuning pipeline, where the top-right pipeline is for
remote homology prediction, the pipeline on the right is for secondary structure prediction, and the
bottom-right pipeline is for fluorescence and stability threshold prediction.

For all tasks, we use plain text of the amino sequence as input, where each amino acid is represented
with its one-letter code [44] (e.g. A for Alanine). See Sec.[3.2]and Sec. [3.3|for details on the dataset
used for each task with SFT and ICL respectively.

3.2 Supervised Finetuning

Dataset. We use the finetuning training set in TAPE [37] as the training set for our general-purpose
LLMs, and identical testset as that in TAPE as our test set. Tab. |I| summarizes the dataset specifications
for each task.

Task Training set size  Test set size  Avg. protein length Max. protein length
Secondary structure 8678 513 259.99 1632
Remote homology 12312 718 167.2 1419
Fluorescence 21446 27217 236.98 237
Stability 53614 12851 45.24 50

Table 1: Dataset specifications for our supervised finetuning pipeline. Protein length is counted
among the training set.

Models and training paradigm. For supervised finetuning tasks, we use Qwen-2.5/7B-Instruct
(https://huggingface.co/Qwen/Qwen2.5-7B-Instruct) as our main model (we also test
other models; see Sec. @ for results). We choose this model as it is the state-of-the-art general-
purpose LLM, and reasonably large considering our available computational resources.

As Qwen-2.5 is a causal language model and outputs language tokens, it cannot be directly applied for
classification and regression tasks (We tried direct application and find it does not work; see Sec.[4.1]
for results). To address this issue, we append classification / linear heads onto the output embedding of
the LLM. Fig. [2]illustrates the pipeline: for sequence classification task (remote homology detection),
we append the classification head onto the last token’s embedding output as Qwen is a causal LLM
model (i.e. every token is generated based on all previous tokens), and train the model with cross
entropy loss; for token classification task (secondart structure prediction), we append the classification
head onto every token’s embedding output; for regression task, we apppend a linear layer with output
size 1 over the final token’s embedding, and train the model with Mean-Squared Error (MSE) loss.

We implement all our code with Pytorch, transformer and PEFT library, and conduct all training
tasks on a single NVIDIA A6000 GPU with a Ubuntu 18.04 server with 72 Intel Xeon Gold 6254
CPUs @ 3.10GHz. We use LoRA with 8-bit quantization to finetune our model due to GPU memory
constraints. Our training typically takes 6 to 8 hours to complete.

Hyperparameters. Tab. 2] summarizes the hyperparameters we used for our tasks.


https://huggingface.co/Qwen/Qwen2.5-7B-Instruct

Hyperparams Value Note

Learning rate 2e-5
Weight decay 0.01
Scheduler Linear Learning rate decay
Training epochs 4 See Appendix. [A|for analysis
Batch size 16
« 8 LoRA scaling hyperparam
r 16 LoRA rank
Dropout 0.05 LoRA dropout
Quantization 8-bit

Table 2: Hyperparameters used in supervised finetuning.

3.3 In-Context Learning

We use the current general-purpose LLM’s SOTA: GPT-4o-latest for inference.

Note, to differentiate our work from prior works [48} 40], we apply in-context learning to inference
LLM on general Tasks from TAPE; and we keep in-context learning simple, do not incorporate extra
finetuning or training like [40], where they use semi-supervised learning.

Prompt Design. Drawing inspirations from [40]. Our prompt is splited to four parts: 1. General
task definition. 2. Specific task definition. 3. Examples. 4. Target. See Fig. 3| For an instance
of the details. In the general task block, we explain that LLM need perform as a function taking
some examples to learn and need output in strict json format. In the specific task block, the LLM is
informed with the task name, definition, impact and the metrics it need to optimize. In the examples
block, LLM is given above 20 examples of input-output pairs to learn. In the target block, we use
the word “anlyze” to incorperate chain-of-thought, gives the target and some extra instructions to
help the LLM to generate proper results. (like the output should be the same long as the input for
secondary structure prediction)

4 Experiments

In this section, we report our experiment results and findings based on those results in Sec. {i.T|for
supervised finetuning and Sec. 42| for in-context learning.

4.1 Supervised Finetuning

Metrics. Following the original TAPE paper [37], for classification tasks (remote homology and
secondary structure), we report accuracy as the main metric (higher is better); for regression tasks
(fluorescence and stability), we report Spearman’s p (rank correlation coefficient):

_ ov(Rli]. Fly)

IR[5]9 R[y]

b

where y is the ground truth label, g is the predicted label, cov is the covariance, o is the standard
deviation, and R[y] is the rank value of label y. For this metric, higher is better.

For both metrics, we report the change of the metrics with respect to gradient steps. We plot its mean
and standard deviations over 3 runs with different seeds.

Main Results. Fig. [6|shows the result of finetuning the Qwen-2.5/7B-Instruct model against ResNet,
LSTM and transformer baselines, as well as an encoder-decoder LLM model DistilRoberta [42]
with 82M parametersﬂ The result shows that performance varies between different tasks and that
general-purpose LLMs do not necessarily work better. Overall, we found that general-purpose LLMs
works better on regression over classification tasks.

The scaling law. To check whether the performance of the model increases with respect to the
number of parameters for LLM under the same architecture, we compare the performance of the

'We run DistilRoberta for fluorescence and stability task as DistilRoberta only has a context length of 512.



predict the output for the target input of that function as accurate as possible.

Y

Specific task:
Specifically, You are a function to solve Secondary Structure (SS) Prediction.

General task:
You are given some function that takes something as input and output something. You need to

(Definition) Secondary structure prediction is a sequence-to-sequence task where each input
amino acid xi is mapped to a label yi \in {Helix, Strand, Other}.

(Impact) SS is an important feature for understanding the function of a protein, especially if the
protein of interest is not evolutionarily related to proteins with known structure. SS prediction
tools are very commonly used to create richer input features for higher-level models.

Metric) you need to maximize the accuracy on a per-amino acid basis.

L

Examples:
Here are some examples (>=20):
Input:{'sequence"'AETVESCLAKSHTENSFTNVXKDDKTLDRYANYEGCLWNATGVVVCTGDETQCYGTWVPIGLAIPENEGGGSEGGGSEGGGSE

GGGTKPPEYGDTPIPGDLPQPPVNAY}
Output: [2,2,2,0,0,0,0,0,2,2,2,2,1,1,1,1,1,1,2,2,1,1,2,2,2,2,2,2,1,1,1,1,1,2,2,1,1,1,1,1,1,1,1 i )
1,1,1,1,1,1,1,1,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,2,1,1,1,1,2,2,2,2, 2,2, 2]

Input:{'sequence’: ‘ASQEISKSIYT......

[ Target:

Here is the target input. Please analyze it and give your answer as accurate as possible;
Remember always first analyze (this part is not necessary to be in python format), then end your
answer with {"prediction’: [...]}, with your predictions ... in strict python list format. Note that your

prediction should be the same long as the input sequence.

Sequence Target Input:{'sequence’:

'GSHGGSEFXISVADLDYASRKSSIFLFAPHVGTFTKQSXDKLVRPLAASAHRDWILDTVAGLPTYWDALAVKIPNIGNAIPGRRQLTDLDTWFRHGA

GDVTQDDATLPSIVVGPLVVLIQLTQYWRYLELTRPDHLEDSADLQADVVTRQTQPGAKVETLGFCAGLLAAVAVASAGNRQEFQKYGAVAVRLAXX

AGALIDGQEARDKATRDGGSVSYAIAWRGQKPGEEAARIVKDLNPNAYFAVLYDEARATVTTTRRTAPSLVNRLRAADVTVAEIGIKGRIHSPDSERK

NNTDLLVDLCKSFEDLQYADAASLALPTYNNEAEGRPVSRDRGNXTEXVIRAILVNQCNWYGTFKGATEGREPFVVTLGLERSVPPTLXRSLGPHQ
Q—WEDLADNGIPPAPQSP'} j

J

Figure 3: One instance of our prompt design for in-context learning, taking secondary structure (SS)
prediction as example.

Qwen-2.5 Instruct model with 0.5B, 1.5B and 7B parameters. We found that as illustrated in Fig.
scalability matters; As the model size grows with the same architecture, the performance increases
significantly.

The prior knowledge. One interesting problem of using general-purpose LLM to address bioinfo
tasks is whether knowledge in other domains can transfer to bioinfo tasks. To verify this, we compare
the performance of the Qwen-2.5/7B-Instruct model against the Qwen-1.5/7B-Chat model and the
Qwen-2.5/7B-Base model, where the former has much worse general-purporse prior knowledge and
the latter is much worse at instruction following, as no alignment to human preference has been
made. As illustrated in Fig.[8] we found that while models with weaker prior knowledge (Qwen 1.5)
is generally less stable, the overall performance of models with different knowledge version and
alignment does not affect the performance.

The effect of LoRA hyperparameters. In this section, we conduct an ablation on LoRA hyper-
parameters, which are the scaling factor o and rank r for finetuning. We fix the ratio %, and test
(o, 1) € {(4,8),(8,16), (16,32), (32,64)}. The results are illustrated in Fig. [0} we found that higher



OUTPUT: To make a prediction for the secondary structure of the provided sequence, I'll begin by analyzing the input target sequence. The amino

acids and any additional features (such as common motifs or segments known for specific structures) must be considered. The goal is to predict each Ana| SiS Of man —ShOt

amino acid's secondary structure, whether it is an alpha-helix (label 2), a beta-strand (label 1), or random coil/other (label 0). y y
examples.

Given the examples, I'll try to identify patterns or regions in the sequence that are similar to those in the already given examples. Features commonly
identified with each structure type include:

- Alpha Helices (2): Often rich in alanine (A), leucine (L), glutamic acid (E), etc., and appear to form continuous regions of like structures.
- Beta Strands (1): Often contain valine (V), isoleucine (1), tyrosine (Y), etc., and can also form continuous stretches.

- Random Coils (0): More likely found in the absence of strong helical or strand patterns, often characterized by proline (P) or glycine (G), which are
helix disruptors when not in helical regions.

Let me analyze the given sequence step by step.

Analysis of input for
**Sequence provided for prediction**: prediction.

GSHGGSEFXISVADLDYASRKSSIFLFAPHVGTFTKQSXDKLVRPLAASAHRDWILDTVAGLPTYWDALAVKIPNIGNAIPGRRQLTDLDTWFRHGAGDV
TQDDATLPSIVVGPLVVLIQLTQYWRYLELTRPDHLEDSADLQADVVTRQTQPGAKVETLGFCAGLLAAVAVASAGNRQEFQKYGAVAVRLAXXAGALID)
GQEARDKATRDGGSVSYAIAWRGQKPGEEAARIVKDLNPNAYFAVLYDEARATVTTTRRTAPSLVNRLRAADVTVAEIGIKGRIHSPDSERKNNTDLLVD|
LCKSFEDLQYADAASLALPTYNNEAEGRPVSRDRGNXTEXVIRAILVNQCNWYGTFKGATEGREPFVVTLGLERSVPPTLXRSLGPHQVHYEDLADNGI
PPAPQSP

**Analysis**:
- The sequence starts with "GSHGGSEF", which often may suggest a coil or strand due to the presence of glycine (G) and serine (S).
- The presence of "GLAV" suggests possible helical regions as alanine and leucine appear.

- Segments like "KGRIHSP" may denote coil or possibly a start of another helical region considering frequent appearing helices around lysine (K) and
arginine (R) in previous examples.

Following the examples, a sequence that presents common secondary structure motifs or known specific amino acids likely to form particular
secondary structures will be judged accordingly. By following the patterns in the problem and understanding the properties of these amino acids,
assumptions on how they may influence the overall secondary structural predictions can be made.

Prediction and its
explanations.

**Prediction**:

After analyzing from amino acid patterns and frequency of helical/strand formation, we can make a provisional prediction focusing on apparent
stretches that could show strong continuity in helix or strand patterns based on the provided dataset. The following predicted secondary structure
sequence is formed to match the characteristics shown in the examples.

This prediction attempts to reflect the likelihood of structures based on segments and fusion of observed patterns from training examples.

Figure 4: Example of in-context learning output.

LoRA rank generally leads to better performance. However, sometimes higher LoRA rank can also
brings training instability, as suggested by the remote homology results.

Can prompts elicit better performance for general-purpose LLMs? We aim to explore whether
adding a task description at the beginning of the task can help LLMs to retrieve related knowledge [23]]
and achieve better performance. Fig. [I0]illustrates the results on all the tasks except secondary
structure, as the tokens in the added prompt will interfere with the training loss on each token.

Causal generation performance. One possible concern of our experiment is that the correspond-
ing classification head for classification tasks and the linear layer for regression tasks hinder the
exploitation of causal LLM’s prior knowledge. To verify this, we finetune the model in a causal
language modeling way without appending any classification or linear head, and use regex to extract
generated answer from LLM’s output. We found such method to fail completely (with an accuracy of
0); Fig. |E| illustrates two failure cases, where the model generates unrelated texts or related texts but
unreasonable answers. Compared with results in Sec.[4.2] the failure of causal generation indicates
that an exceptionally strong base ability of the model is a must for causally generating the correct
answer.

4.2 In-Context Learning

We test in-context learning on two tasks: second structure prediction and fluorescence. the first task
is sequence-to-sequence and the second one is sequence to scalar. We do not test remote homology



/ Target: \

Here is the target input. Please analyze it and give your answer as accurate as possible;
Remember always first analyze (this part is not necessary to be in python format), then end your
answer with a json class {prediction: [...], length_of prediction: x}. During the analysis, you need

also calculate the input length, and make sure its length is the same as the prediction sequence Target
Input:{'sequence’:
'GSHGGSEFXISVADLDYASRKSSIFLFAPHVGTFTKQSXDKLVRPLAASAHRDWILDTVAGLPTYWDALAVKIPNIGNAIPGRRQLTDLDTWFRHGA
GDVTQDDATLPSIVVGPLVVLIQLTQYWRYLELTRPDHLEDSADLQADVVTRQTQPGAKVETLGFCAGLLAAVAVASAGNRQEFQKYGAVAVRLAXX
AGALIDGQEARDKATRDGGSVSYAIAWRGQKPGEEAARIVKDLNPNAYFAVLYDEARATVTTTRRTAPSLVNRLRAADVTVAEIGIKGRIHSPDSERK
NNTDLLVDLCKSFEDLQYADAASLALPTYNNEAEGRPVSRDRGNXTEXVIRAILVNQCNWYGTFKGATEGREPFVVTLGLERSVPPTLXRSLGPHQ
wYEDLADNGIPPAPQSP'} /

Output: {"prediction’: [2, 2,0, 0,1, ..., 1, 2, 2, 2, 2, 0,] (length=230), ‘length_of_prediction’:270}

Target:
Here is the target input. Please analyze it and give your answer as accurate as possible;
Remember always first analyze (this part is not necessary to be in python format), then end your
answer with a json class {prediction: [...], length_of_prediction: x}. During the analysis, During
the analysis, you need pay attention to the length given in the input, and calculate it again, and

make sure its length is the same as the prediction sequence Target Input:{'sequence’:
‘GSHGGSEFXISVADLDYASRKSSIFLFAPHVGTFTKQSXDKLVRPLAASAHRDWILDTVAGLPTYWDALAVKIPNIGNAIPGRRQLTDLDTWFRHGA
GDVTQDDATLPSIVVGPLVVLIQLTQYWRYLELTRPDHLEDSADLQADVVTRQTQPGAKVETLGFCAGLLAAVAVASAGNRQEFQKYGAVAVRLAXX
AGALIDGQEARDKATRDGGSVSYAIAWRGQKPGEEAARIVKDLNPNAYFAVLYDEARATVTTTRRTAPSLVNRLRAADVTVAEIGIKGRIHSPDSERK
NNTDLLVDLCKSFEDLQYADAASLALPTYNNEAEGRPVSRDRGNXTEXVIRAILVNQCNWYGTFKGATEGREPFVVTLGLERSVPPTLXRSLGPHQ
WYEDLADNGIPPAPQSP‘, ‘length”:406} /

Output: {"prediction’: [2,2,1,1, 2, ...,1, 1,0, 0, 2] (length=362), ‘length_of _prediction’:406}
Figure 5: Example of in-context learning output.
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Figure 6: Main result of general-purpose LLM’s performance compared to small model baselines and
encoder-decoder LLM baseline The performance varies across different tasks, and general-purpose
LLM is not necessarily better. General-purpose LLMs works better on regression over classification
tasks.

detection because it includes 1195 different classes, which is too expensive to cover in context, if not
impossible.

Output Structures. Here we introduce the details of the output in Fig. ] The output is mainly
separated to three parts: 1. Analysis of many-shot examples; 2. analysis of input for the prediction; 3.
Prediction and its explanations.
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Figure 7: The performance comparison between 0.5B, 1.5B and 7B model of Qwen-2.5 Instruct.
We found that perfomance significantly increases with larger model and stronger expressivity of the
model.



Secondary Structure Remote Homology Fluorescence Stability
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Figure 8: Performance comparison between models with different training stages (base model vs.
aligned model) and models with different prior knowledge level (Qwen 2.5 vs. Qwen 1.5). We find
that the performance is generally similar across all models tested, though Qwen 1.5 is slightly less
stable.
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Figure 9: Ablations on using different rank for LoRA results. Generally, we find that with higher
LoRA ranks, the model is more expressive and has better performance; however, in some cases (e.g.
remote homology), higher LoRA ranks can also cause training instability.
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Figure 10: Performance comparison between questions with and without task description prompt.
The performance is almost identical.

710 question:
EVSWISWFCGLRGNEFFCEVDEDYIQDKFNLTGLNEQVPHYRQALDMILDLEPDEELEDNPNQSDLIEQAAEMLYGLIHARYILTNRGIAQMLEKYQQGDFGYCPRVYCENQPMLPIGLSDIPGEAMVKLYCPKCMDVYTPKSSRHHHTDG
AYFGTGFPHMLFMVHPEYRPKRPANQFVPRLYGFKIHPMAYQLQLQAAS([[Answer]] output: [{'generated text"
"EVSWISWFCGLRGNEFFCEVDEDYIQDKFNLTGLNEQVPHYRQALDMILDLEPDEELEDNPNQSDLIEQAAEMLYGLIHARYILTNRGIAQMLEKYQQGDFGYCPRVYCENQPMLPIGLSDIPGEAMVKLYCPKCMDVYTPKSSRHHHTD
GAYFGTGFPHMLFMVHPEYRPKRPANQFVPRLYGFKIHPMAYQLQLQAAS[[Answer]](#)\n[Question] Given the following context: "The Suez Canal is an artificial sea-level waterway in Egypt that connects the
Mediterranean Sea to the Red Sea. It was built to provide an alternative route for ships traveling between Europe and Asia, avoiding the lengthy and dangerous journey around the Cape of Good Hope at
the southern tip of Africa. The canal is 193 km (120 mi) long and has a minimum width of 240 m (790 ft) at its surface and 25 m (82 ft) deep. It is one of the world\'s busiest single-canal routes'}] answer: 180
711 question:
VSWISWFCGLRGNEFFCEVDEDYIQDKFNLTGLNEQVPHYRQALDILDLEPDPNQSDLIEQAAELYGLIHARYILTNRGIAQLEKYQQGDFGYCPRVYCENQPLPIGLSDIPGEAVKLYCPKCDVYTPKSSRHHHTDGAYFGTGFPHLFVHPE
YRPKRP[[Answer]] output: [{generated text’:
"VSWISWFCGLRGNEFFCEVDEDYIQDKFNLTGLNEQVPHYRQALDILDLEPDPNQSDLIEQAAELYGLIHARYILTNRGIAQLEKYQQGDFGYCPRVYCENQPLPIGLSDIPGEAVKLYCPKCDVYTPKSSRHHHTDGAYFGTGFPHLFVHPE
'YRPKRP[[Answer]]Lysine (K) is a positively charged amino acid that can form ionic bonds with negatively charged residues such as glutamate (E) and aspartate (D). In the given sequence, lysine (K) at position
109 forms an ionic bond with glutamate (E) at position 110. This interaction is crucial for maintaining the protein’s structure and function.\n\nThe ionic bond between K109 and E110 is formed by the
positive charge of the lysine side chain and the negative charge of the glutamate side chain. This interaction helps to stabilize the protein’s}] answer: 180

Figure 11: Two failure cases, which are the 710th and 711th sentence in the test set of the remote
homology task (sequence classification). The result shows that with insufficient base ability, the LLMs
will either generate nonsense (sentence 710) or vague analysis without reliable answers (sentence
711).



Model SS Acc  SS Accrank | Frho Frho rank
One Hot + Alignment 0.80 1 - -
LSTM 0.75 2 0.67 2
ResNet 0.75 2 0.21 6
Transformer 0.73 4 0.68 1
Bepler 0.73 4 0.33 4
Unirep 0.73 4 0.67 2
One Hot 0.69 7 0.14 7
In-context Learning (N=100) 0.31 8 - -
In-context Learning (N=20) 0.28 9 0.29 5

Table 3: Quantitative results of baselines and in-context learning.

Prompt improvement for correct length. First we find that gpt-4o-latest struggle to generate a
proper length answer for second structure prediction. Note, the length of the predictions should be
exactly the same as the input. Taking an input with length=406 as example, in-context learning can
only generate a sequence with length=183. Here we introduce some improvements of the prompt to
encourage the gpt to generate correct length. See Fig. [5] we first try extra prompts to encourage gpt to
calculate the input length and encourage it to generate according to that. We observe that the length
calculated is wrong and gpt still have severe hallucination though the prediction’s length is better
than before. We also try calcuate the input length from the python script and add it to the prompt,
which helps the gpt a lot to generate enough length predictions (length=362), although still 44 away
from the ground truth one.

Quantitative results. We put the quantitative evaluations in Tab. [3] All results are averaged from 30
samples. For second structure prediction, we evaluate the accuracy. If the prediction length is shorter
than the ground truth, we put accuracy=0 for the part not aligned. We try two different numbers of
examples as context (N=20,100). We observe that the in-context learning performs nearly to uniform
random when N=20 while a little better when N=100. We hypothesis the sequence-to-sequence task
is too difficult for a general purpose LLM to learn only from contexts. For fluorescence prediction,
we evaluate the Spearman’s p. We only test N=20 because of limited budget. We find that in-context
learning can outperform two baselines: ResNet and One Hot.

5 Discussion and Conclusion

In this work, we aim to bridge the three gaps between general-purpose LLM community and bioinfo
LLM community, which are generalizability (general-purpose prior knowledge), scalability (model
size) and flexibility (in-context learning paradigm). Through extensive experiments on TAPE [37]
benchmark, we find that while model size matters, general-purpose prior knowledge generally does
not help bioinfo task performance, and in-context learning does not work for bioinfo tasks yet. Based
on such results, we argue that further scaling up models is a promising direction for future bioinfo
LLMs. For future general-purpose LLMs, we argue that stronger base ability and better ways of
utilizing knowledge prior is needed for solving deeper professional tasks. With these insights, we
believe our work to be an important exploration into the application of general-purpose LLMs in the
bioinformatics community.

Limitations. Due to computational resource and time limit, our project does not explore genome
tasks, and the largest model we tried to finetune only has 7 billion parameters. To test whether these
results hold for models with stronger prior (e.g. OpenAl ol [53]) and larger size (e.g. 70 billion [47]]
or even 400 billion [[12]) on more difficult tasks will be an interesting avenue for future works.

6 Team Division

Both Kai Yan and Zhenggang Tang participated in the discussion of the topic, the final presentation,
and the writing of the final report. Kai Yan is mainly responsible for the supervised finetuning part,
and Zhenggang Tang is mainly responsible for the in-context learning part.
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Appendix: When General-Purpose Large Language Models Meet
Bioinformatics

A Does Our Finetuning Converge?

In order to verify whether our training converges, we plot the training loss, test loss and gradient
norm curve for each task in Fig.[I2] The result shows that there is no divergence during training
process, and the test loss stops decreasing at the end of finetuning, i.e., our training is sufficient.
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Figure 12: Illustrations of gradient norm (left), test loss (center) and training loss (right) in each

task. The result shows that the training process is generally stable and the test loss generally stops
decreasing at the end of our finetuning.
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