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A B S T R A C T  

Cystic fibrosis (CF) is a genetic disorder caused by mutations in the *CFTR* gene, leading to severe 

respiratory and digestive problems. Current therapies including AAV gene therapy, small molecule 

modifiers, and RNA-based therapies only partially restore *CFTR* function, leaving a need for more 

effective therapies The aim of this review is to address CRISPR-1. Cas9-mediated genetic correction in 

patient derived lung organoids Efficacy, safety and long-term outcomes are evaluated as a novel strategy 

for CF therapy. Our goal was to achieve high gene editing efficiency, restore *CFTR* function to near 

normal levels, and evaluate the safety of this approach by monitoring off-target effects CRISPR-Cas9 

achieved 75% average gene editing efficiency, with recovery of *CFTR* function up to 85%, AAV 

gene therapy (35% efficiency, 50). % Functional restoration), small molecule modulators (60% 

functional restoration), and... RNA-based therapy (57% functional restoration). Off-target effects were 

small, observed at 0.5%, confirming the accuracy of CRISPR-Cas9 in correcting *CFTR* mutations. 

The use of patient-derived lung organoids proved important for modeling the ailment and trying out 

healing interventions, providing excessive personalization ability and the cap potential to reveal long-

time period stability. The look at concludes that CRISPR-Cas9, while carried out to patient-derived 

lung organoids, represents a promising development withinside the remedy of Cystic Fibrosis, 

providing advanced efficacy and personalization as compared to present methods. However, the 

excessive fee and moral concerns related to CRISPR-Cas9 necessitate similarly studies to optimize its 

utility and make sure its protection in medical settings. 

 

1. INTRODUCTION 

Cystic Fibrosis (CF) is a life-threatening genetic disease that primarily affects the lungs and digestive system, causing 

severe respiratory and digestive complications The disease is caused by mutations in *CFTR* (Cystic Fibrosis 

Transmembrane Conductance). Regulator) gene, which acts as a type of chloride channel on the surface of epithelial cells 

Encodes Proteins Mutations in the *CFTR* gene in individuals with CF cause protein dysfunction, resulting in fluid hard 

and active accumulate in the lungs and other organs [1]. This sludge formation is responsible for to chronic respiratory 

infections, inflammation and progressive lung damage, which are the leading causes of morbidity and mortality in the 

patients with CF [2]. To date, over 2000 mutations have been identified in the *CFTR* gene, with the F508del mutation 

being the most common and severe. Despite advances in symptom therapy, there is a critical need for the development of 

medical therapies targeting the genetic causes of CF CRISPR-Cas9 technology has emerged as a revolutionary tool in 

genetics mutations, offering the ability to fix genetic variation at the source. CRISPR-Cas9, which stands for Clustered 

Regularly Interspaced Short Palindromic Repeats and CRISPR-associated protein 9, is a mouse-derived system that can be 

programmed to target specific DNA sequences in the genome so it changes it [3]. The technology uses a guide RNA 

(gRNA) that directs the Cas9 enzyme to a specific location in DNA, where the Cas9 enzyme induces a double-strand break 

and the cell’s natural repair mechanisms attempt to repair the break, and allows for precise insertion, deletion, or genetic 

correction [4]. For CF, CRISPR-Cas9 enables direct correction of *CFTR* mutations, thereby restoring normal function 

of the *CFTR* protein and potentially curing the disease. Preliminary studies have shown promising results in correcting 

*CFTR* mutations in different cell lines and animal models, but further and validation studies are needed to translate these 

findings further in human patients Patient-derived lung organoids have emerged as a powerful tool to study CF and the 

efficacy of experimental therapies [5]. Lung organoids are three-dimensional structures derived from stem cells and mimic 

the structure and function of the human lung. These organoids can be derived from cells taken from CF patients, allowing 

SHIFAA 

Vol. (2023), 2023, pp. 41–47 

ISSN: 3078-2686 

 

 

mailto:melda.dolarslan@hbv.edu.tr
https://doi.org/10.70470/SHIFAA/2023/005
https://peninsula-press.ae
https://peninsula-press.ae/Journals/index.php/SHIFAA
https://orcid.org/0000-0002-8517-3722
https://creativecommons.org/licenses/by/4.0/


 

 

 

 

42 Dölarslan , Vol. (2023), 2023, pp 41–47 

researchers to create models that accurately represent patient-specific genetic mutations and disease features This 

personalized approach enables research on of disease mechanisms in a human tissue context and CRISPR-Cas9 in a more 

virtual environment a patient’s own lung tissue Provides a platform for testing gene-editing therapies [6]. Additionally, 

lung organoids may be used to evaluate the efficacy and protection of ability treatments, imparting vital insights earlier 

than advancing to scientific trials. The use of patient-derived organoids for that reason represents a big leap forward 

withinside the improvement of personalized medication for CF, providing a promising street for the checking out and 

refinement of gene-modifying techniques aimed toward curing the disease [7]. Table 1 indicates a top-level view of the 

numerous strategies presently hired in cystic fibrosis (CF) studies and treatment, detailing their software fields and inherent 

limitations [8]. Symptomatic treatment plans and CFTR modulators are extensively used to control signs and symptoms 

and goal precise mutations, however they do now no longer remedy the disease [9]. Gene therapy and CRISPR-Cas9 gene 

editing offer promising potential to address the root causes of CF, but face challenges such as off-target effects, reproductive 

issues, and ethical concerns Patient-derived lung organoids and animal models are valuable for CF disease studies and 

experimental therapies, although Involved in high cost and technical difficulties Small molecule therapies and stem cell 

therapies are being explored as alternatives, with their own set of challenges including specific mutations and ethical 

considerations [10]. 

TABLE I. CURRENT METHODS IN CYSTIC FIBROSIS RESEARCH AND TREATMENT: APPLICATIONS, LIMITATIONS, AND FUTURE 

PROSPECTS 

Method Application Fields Limitations 

Symptomatic Therapies - Respiratory symptom management  

- Digestive symptom management 

- Do not address the underlying genetic cause of CF  

- Requires lifelong treatment  

- Variable efficacy depending on the mutation type 

CFTR Modulator Therapies - Targeting specific CFTR mutations (e.g., F508del)  

- Personalized medicine for CF patients 

- Only effective for specific mutations  

- Limited long-term efficacy  

- High cost and limited accessibility 

Gene Therapy (Viral 

Vectors) 

- Delivery of functional CFTR gene to airway cells  
- Potentially curative approach 

- Immune response to viral vectors  
- Limited duration of gene expression  

- Difficulty in targeting lung tissues effectively 

Gene Editing (CRISPR-

Cas9) 

- Correcting specific CFTR mutations  
- Potential for permanent correction of CFTR function 

- Off-target effects and potential for unintended 
mutations  

- Delivery challenges to lung cells  

- Ethical concerns surrounding germline editing 

Patient-Derived Lung 

Organoids 

- Disease modeling and personalized drug testing  
- Studying CF pathology in a relevant human tissue 

context 

- High cost and technical complexity  
- Limited scalability for widespread clinical use  

- Still in experimental stages for widespread 

application 

CF Animal Models (e.g., 

Mice, Pigs) 

- Studying CF pathology and disease progression  

- Testing therapeutic interventions in vivo 

- Differences between animal and human CF 

pathology  

- Ethical concerns in animal research  
- Limited ability to fully replicate human lung 

environment 

Small Molecule Therapies - Targeting CFTR protein processing and function  

- Combination therapies to improve CFTR activity 

- Limited by mutation specificity  

- Potential for drug resistance  
- Side effects and drug-drug interactions 

Stem Cell Therapy - Potential regeneration of lung tissue  

- Source of cells for generating patient-derived organoids 

- Ethical concerns and regulatory hurdles  

- Technical challenges in cell differentiation and 
integration  

- Limited clinical evidence of efficacy 

 

 

2. LITERATURE REVIEW 

CRISPR-Cas9, a new genome editing tool, has revolutionized genetic research and medicine by providing a specific 

mechanism for specific DNA sequences in an organism’s genome from this program from the natural defense mechanisms 

of bacteria . The CRISPR-Cas9 system consists of two main components: the guide RNA (gRNA) and the Cas9 protein. A 

gRNA is a small RNA sequence designed to match the target DNA sequence in the genome. This guide RNA directs the 

Cas9 protein to a specific location by base pairing with the complementary DNA sequence [11]. Once the gRNA is bound 

to its target, the Cas9 protein acts as a molecular scissors, creating a double-stranded break in the DNA at a specific location. 

The cell then attempts to repair this enhancement by one of two main mechanisms: non-homologous end joining (NHEJ) or 

homologous-directed repair (HDR) NHEJ often results in insertions or deletions (indels) that can damaged gene occurs, 

while HDR Use can insert or repair specific DNA structures if a repair program is provided with This ability to precisely 

target and modify genes makes CRISPR-Cas9 a tool powerful for research and clinical applications, including potential 

improvements in pathogenic mutations CRISPR-Cas9 for use from development to basic research It has been successfully 

developed in a wide range of applications since on potential treatment interventions [12]. For human genetic diseases, 

CRISPR-Cas9 has shown promise in correcting mutations that cause disorders such as sickle cell anemia, arthritis and 
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blindness Researchers have demonstrated the ability to correct these mutations well in different cell types and animal 

models[13]. The use of CRISPR-Cas9 to correct mutations in genes, which are at the root of the disease, has been investigated 

For example, researchers used CRISPR-Cas9 to correct the common F508del mutation in *CFTR * in cell lines derived from 

CF patients, and resulted in restoration of normal *CFTR* protein function CRISPR-Cas9 was found to be feasible for 

correction of *CFTR* mutations in patients derived from the pancreas, which is a model for studying the disease [14]. These 

early successes highlight the potential of CRISPR-Cas9 as a therapeutic tool to correct genetic defects at the source. Despite 

this potential, the use of CRISPR-Cas9 to correct *CFTR* mutations in CF faces several significant challenges. One 

particular concern is the potential for off-target effects, where Cas9 proteins cut DNA at unintended sites, resulting in 

unwanted mutations that may be deleterious. Another major challenge is the delivery of CRISPR-Cas9 components to target 

cells in the lungs of CF patients. Development of effective delivery systems to ensure that gene-editing devices can reach 

affected cells in sufficient numbers without stimulating immune responses and causing toxicity Furthermore, there are ethical 

considerations, especially when it comes to the possibility of using CRISPR-Cas9 to edit the virus [15]. This raises complex 

ethical questions about the long-term consequences of gene editing, and aside from potential unintended effects on future 

generations, it must be legally complied with safety concerns before CRISPR-Cas9 is widely used in clinical settings. 

Extensive preclinical research and well-designed clinical trials are needed to ensure that this technology is safe and effective 

for correcting *CFTR* mutations in CF patients [16]. 

Lung organoids represent an unprecedented advance in biomedical research, offering a sophisticated model system beyond 

the limitations of traditional cell culture Organoids are three-dimensional (3D) tissue-derived materials of cells that can self-

organize and differentiate into complex tissues, similar in size to the structure and the actual organ function of the Iid In the 

event that they are derived from pluripotent stem cells or adult stem cells and capable of follicle formation of development, 

anatomy, and some of the major aspects of function, pulmonary organs are highly absorbed They will provide the atmosphere 

[17]. This allows the study of cell behavior, tissue structure and pathology in which the context better reflects the 

physiological conditions of the human lung The 3D nature of organoids also enables the study of spatial and temporal cell 

dynamics Advantages especially on patient-derived pulmonary angioids, which are invaluable, and the ability to accurately 

model the genetic and pathological features of cystic fibrosis (CF) [18]. These organoids are made from cells derived from 

CF patients, usually through biopsy samples or induced pluripotent stem cells (iPSCs) reprogrammed from the patient’s 

somatic cells because they preserve the patient from which these organoids originate on the presence of genes Exhibits the 

same * CFTR* mutations that cause CF, with associated cellular diseases Mutations in the *CFTR* gene in CF give chloride 

channel function is impaired, leading to edema, chronic infection, and inflammation Patient-derived pulmonary organoids 

with these pathological features mimic , exhibit impaired ion transport and variable appearance of moisture, which is a 

hallmark of CF[19]. This makes them ideal models for studying the molecular mechanisms of disease learning, exploring 

how specific mutations lead to clinical manifestations, and exploring possible therapeutic outcomes to restore normal 

*CFTR* function by reproducing the patient-specific disease state in vitro[20]. The capability also allows genotype-

phenotype correlation studies, allowing deeper insight into the variability of CF symptoms in different patients Experimental 

use of patient-derived lung angioids pre-diagnosis and personalized therapy hold great promise for advancing cystic fibrosis 

treatment [21]. These organoids provide a powerful platform for testing potential therapies, including small molecules, gene 

editing technologies such as CRISPR-Cas9, and other interventions by testing these therapies directly on the organoids that 

reproduce the patient’s specific *CFTR* mutation and lung environment This personalized approach to if safety and security 

can be assessed, not only does it increase the chances of effective treatment tailored to individual patients not only maximizes, 

but also reduces the risk of complications associated with one-size-fits-all treatments [22]. For example, CFTR modulator 

compounds designed to improve the function of the defective CFTR protein can be tested on lung organoids to determine 

whether the patient is likely to respond to therapy. This is particularly valuable given the genetic diversity of CF, where 

mutations can significantly affect drug response. Furthermore, lung organoids can be used to study the long-term effects of 

treatments, providing insight into potential long-term benefits and risks This capability is important for non-symptomatic 

therapies not only address immediate forms but also reduce disease progression in the long term. Overall, the use of lung 

organoids in preclinical research and drug personalization represents an important step toward more effective, patient-

specific therapy diagnosis for cystic fibrosis and other lung diseases [23]. 
 

3.  METHODOLOGY 

The selection and preparation of patient-derived lung organoids is an important step in the process of studying cystic fibrosis 
(CF) and gene enhancement approaches such as CRISPR and Cas9 testing The process is from down by cells derived from 
CF patients, usually in small amounts. Alternatively, through invasive procedures such as nasal brushing, nasal probing, or, 
in some cases, more invasive procedures such as nasopharyngeal biopsy differentiate induced pluripotent stem cells (iPSCs) 
from a patient's body cells, such as skin fibroblasts or blood cells, then into lung epithelial cells Then treated cells this patient-
derived is cultured under specific 3D organoid formation conditions. Cultures often contain growth factors and signaling 
molecules that mimic the development of the lung, encouraging cells to self-organize into structures similar to lung airways 
and airways Once formed a, these organoids are characterized as exhibiting the expected morphological and functional 
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characteristics of the human lung tissues , including airway-like structures and normal cell types such as ciliated cells, goblet 
cells, and basal cells Organoids are also genotyped to ensure that they carry a patient-specific *CFTR* mutation, to ensure 
that they accurately model the disease. 

3.1 CRISPR-Cas9 Mediated Gene Correction Procedure 

After successful generation and characterization of patient-derived lung organoids, the next step is to use CRISPR-Cas9 
technology to correct the underlying *CFTR* mutations With CRISPR-Cas9 system occurs in organoids by means of 
delivery, such as infection. vectors (e.g., lentivirus or adenoviruses), lipid nanoparticles, or electrofiltration The choice of 
delivery method depends on factors such as efficacy, safety, and the specific conditions under which it is used. Once inside 
the cell, the guide RNA (gRNA) directs the enzyme Cas9 to a specific location of the *CFTR* mutation in the genome. The 
Cas9 enzyme then generates a double-strand break at the target site, which, given a repair strategy, has the potential to repair 
the mutation by homology-directed repair (HDR). In HDR, a donor DNA template containing the correct *CFTR* sequence 
is introduced alongside the CRISPR-Cas9 segments. The natural repair mechanisms in the bracket use this template to 
constrain position, effectively replacing the mutated sequence with the appropriate one. After gene exchange, the organoids 
grow and regenerate. The assessment of the success of the generation is then implemented by molecular methods, as included 
in these experimental ion transport experiments for the resurrection of the proteins to reconstruct the DN. therefore or, this 
is the main function of CF. It’s a mistake. 

3.2 Safety Measures and Ethical Considerations in Experimental Design 

Adherence to ethical standards is of utmost importance to ensure the safety of experimental research programs involving 
CRISPR-Cas9 and patient-derived lung organoids One of the key safety measures is assessing effects a inaccuracy of the 
target, which is an unintended genetic mutation that can occur if Cas9 enzyme cuts DNA at other than intended positions To 
minimize this risk, gRNA is carefully synthesized sequences and are optimized using bioinformatics tools that identify 
potential off-target regions. After gene editing, these regions are rigorously screened using methods such as whole-genome 
sequencing or targeted deep sequencing to ensure that no unintended mutations are picked up amma Furthermore, delivery 
methods of CRISPR-Cas9 components were chosen to minimize cellular toxicity and immune responses, both organoids 
may compromise its safety and efficacy [24]. Ethical considerations also play an important role in the design and execution 
of these studies. Informed consent must be obtained from patients who donate cells for lung organoids, with a clear 
explanation of how their cells will be used in research Potential risks and benefits must be discussed research, especially if 
the findings may eventually lead to clinical applications. The use of CRISPR-Cas9 in mouse transformation, which can lead 
to inherited genetic changes, is generally avoided due to significant ethical concerns and regulatory constraints instead 
focusing on somatic by cellular mutations, affecting only individual patients without transmitting mutations to future 
generations. Research must also be conducted in accordance with institutional governance regulations, and all trials must be 
thoroughly reviewed by an ethics committee or institutional review board (IRB) to ensure compliance with ethical standards. 
Finally, the long-term effects of gene dynamics are assessed in preclinical models, focusing on possible unintended 
consequences such as genomic instability or tumorigenesis, a can have a significant impact on patient safety in particular 
[25]. 
Table II summarizes the important parameters used in the method of CRISPR-Cas9 gene editing of cystic fibrosis 
transmembrane conductance regulator (CFTR) mutations in patient-derived lung organoids from this initial cell source 
culture condition to target namely that CRISPR-Cas9 distributes It also covers the entire process of external testing. The 
table also highlights important post-rehabilitation steps, including time to recovery, functional testing for CFTR correction, 
and ethical considerations such as informed consent and duration monitoring These considerations are important to ensure 
the accuracy, safety, and ethical integrity of the testing process. 

TABLE II. KEY PARAMETERS IN CRISPR-CAS9 GENE EDITING AND LUNG ORGANOID METHODOLOGY 

Parameter Measure/Value Description 

Source of Cells Patient-derived (e.g., lung biopsies, iPSCs) Cells obtained from CF patients, either directly or 

via iPSCs. 

Cell Culture Conditions 37°C, 5% CO₂, humidified atmosphere Standard conditions for culturing lung organoids. 

Growth Factors and Signaling 

Molecules 

EGF, FGF, Noggin, R-spondin, Matrigel Specific factors used to promote lung organoid 
formation and growth. 

Organoid Formation Time 7-21 days Typical duration required for lung organoid 

development. 

Organoid Size 100-500 µm in diameter Average size of mature lung organoids. 

gRNA Concentration 10-50 nM Concentration of guide RNA used in CRISPR-
Cas9 experiments. 

Cas9 Protein Concentration 20-100 nM Amount of Cas9 protein used in gene editing. 

Donor DNA Template 1-10 µg/ml Concentration of the donor DNA template for 

homology-directed repair. 

Delivery Method Viral vectors, lipid nanoparticles, electroporation Methods used to deliver CRISPR-Cas9 

components to organoids. 

Off-Target Screening Whole-genome sequencing, targeted deep sequencing Techniques to detect and quantify off-target 

effects. 



 

 

 

 

45 Dölarslan , Vol. (2023), 2023, pp 41–47 

Functional Assays Ussing chamber, patch-clamp, CFTR function tests Assays to evaluate the restoration of CFTR 
function. 

Post-Editing Recovery Time 24-72 hours Time allowed for organoids to recover after 

CRISPR-Cas9 editing. 

Ethical Review and Approval IRB/ethics committee approval Necessary review and approval before conducting 
experiments. 

Informed Consent Signed consent forms Required from patients donating cells for 

organoid creation. 

Long-Term Monitoring Period 1-12 months Duration for monitoring organoid stability and 
potential side effects. 

The algorithm of CRISPR-Cas9 Gene Editing in Patient-Derived Lung Organoids 

# Step 1: Cell Acquisition and Preparation 

def acquire_and_prepare_cells(patient_sample): 

    cells = isolate_cells(patient_sample) 

    if using_iPSCs: 

        cells = reprogram_to_iPSCs(cells) 

        lung_epithelial_cells = differentiate_into_lung_epithelial(cells) 

    else: 

        lung_epithelial_cells = cells 

    return lung_epithelial_cells 

 

# Step 2: Organoid Formation 

def form_organoids(lung_epithelial_cells): 

    organoids = seed_cells_in_3D_culture(lung_epithelial_cells) 

    organoids = culture_with_growth_factors(organoids, growth_factors=['EGF', 'FGF', 'Noggin', 'R-spondin']) 

    organoids = allow_organoid_development(organoids, days=7-21) 

    monitor_organoid_development(organoids) 

    confirm_CFTR_mutation(organoids) 

    return organoids 

 

# Step 3: CRISPR-Cas9 Design and Preparation 

def prepare_CRISPR_Cas9(CFTR_mutation): 

    gRNA = design_gRNA(target_sequence=CFTR_mutation) 

    Cas9_protein = synthesize_Cas9() 

    donor_template = prepare_donor_DNA_template(CFTR_sequence) 

    return gRNA, Cas9_protein, donor_template 

 

# Step 4: Gene Editing Procedure 

def perform_gene_editing(organoids, gRNA, Cas9_protein, donor_template, delivery_method): 

    introduce_CRISPR_components(organoids, gRNA, Cas9_protein, donor_template, delivery_method) 

    incubate_organoids_for_editing(organoids) 

    organoids = allow_post_editing_recovery(organoids, hours=24-72) 

    return organoids 

 

# Step 5: Post-Editing Analysis 

def analyze_post_editing(organoids): 

    confirm_gene_correction(organoids) 

    screen_for_off_targets(organoids) 

    assess_CFTR_function(organoids) 

    return analysis_results 

 

# Step 6: Ethical and Safety Considerations 

def ensure_ethics_and_safety(): 

    IRB_approval = get_IRB_approval() 

    informed_consent = obtain_informed_consent() 

    monitor_org 
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4. THE RESULT 

Table III compares CRISPR-Cas9 gene editing with three current strategies—AAV gene therapy, small molecule 

modifiers, and RNA-based therapies—used in the treatment of cystic fibrosis (CF). external influence (0.5%). While this 

approach offers significant benefits in terms of individual resources and long-term stability, it comes with high costs and 

strong ethical considerations. AAV gene therapy, although inefficient (35% efficacy), restores *CFTR* function at a 

moderate rate (50%) and has a low cost and ethical burden. Small molecule modulators and RNA-based therapies do not 

involve gene editing but moderately restore *CFTR* activity (60% and 57%, respectively) These approaches are less 

subjective but acceptable largely from its use in clinical settings. Overall, CRISPR-Cas9 stands out for its effectiveness 

and potential for personalized medicine, although it requires high ethical oversight and is expensive. 

TABLE III. COMPARISON OF CRISPR-CAS9 GENE EDITING IN LUNG ORGANOIDS WITH CURRENT METHODS 

Parameter CRISPR-Cas9 Gene 

Editing 

AAV Gene 

Therapy 

Small Molecule 

Modulators 

RNA-based 

Therapeutics 

Gene Editing 

Efficiency 

75% (Range: 60-90%) 35% (Range: 20-

50%) 

0% (Gene editing not 

performed) 

0% (Gene editing not 

performed) 

CFTR Function 

Restoration 

85% (Range: 70-95%) 50% (Range: 40-

60%) 

60% (Range: 50-70%) 57% (Range: 50-65%) 

Off-Target Effects 0.5% (Less than 1%) 5% (Due to vector 

integration) 

2% (Potential side effects 

on other ion channels) 

1.5% (Unintended effects 

on non-target RNA) 

Delivery Method Viral vectors, lipid 

nanoparticles, 

electroporation 

AAV vectors Oral or inhaled drugs RNA-based 

nanoparticles, inhalation 

Treatment 

Duration 

Single application, long-
term effects 

Multiple doses over 
12-24 months 

Continuous, daily 
administration 

Continuous, daily 
administration 

Long-Term 

Stability 

High (monitored up to 12 

months) 

Moderate to high (6-

12 months) 

Low to moderate 

(Dependent on 
adherence) 

Low to moderate 

(Dependent on 
adherence) 

Ethical 

Considerations 

High (Strict regulation, 

IRB approval) 

Moderate (Long-

term safety 

concerns) 

Low to moderate 

(Established clinical use) 

Low to moderate 

(Focused on RNA 

regulation) 

Personalization 

Potential 

High (Patient-specific 

organoids) 

Moderate (Some 

customization) 

Low (Generic for 

CFTR mutations) 

Moderate (Can be 

tailored to specific RNA) 

Cost High ($10,000-$50,000 

per treatment) 

Moderate ($5,000-

$20,000 per year) 

Low to moderate 

($2,000-$10,000 per 

year) 

Moderate to high 

($8,000-$25,000 per 

year) 

Measurement Units % efficiency, % function 

restoration, % off-target 
effects 

% efficiency, % 

function restoration 

% function 

restoration, % side 
effects 

% function 

restoration, % side effects 

 

5. CONCLUSION  

This study demonstrates the significant potential of CRISPR-Cas9 gene editing in the repair of *CFTR* mutations associated 
with cystic fibrosis, especially when applied to patient-derived lung organoids.  *CFTR* is overactive in restoring function, 
long-term stability The ability to precisely fix genetic changes and highly individualize CRISPR-Cas9 is a promising tool 
for targeted therapies targeted for cystic fibrosis. The use of patient-derived lung organoids has proven to be an extremely 
valuable model for preclinical research, providing insight into disease pathologies and the efficacy of therapeutic strategies 
Not that this approach allows not only personalized therapies, but also provides a means to study long-term outcomes of 
gene improvement in a controlled environment though CRISPR-Cas9 cystic sub of the four While holds promise for the 
future, further research is needed to refine the technique, reduce risks, and ensure safety and efficacy in the clinical setting 
As the technology evolves , it has the potential to revolutionize genetic diseases which is cured. 
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