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Abstract
BACKGROUND
Rationale: No other treatment besides lung transplant is effective for idiopathic pulmonary fibrosis (IPF). Patients with IPF have poor prognosis, which may eventually lead to death. Patient concerns: Two female patients were diagnosed with IPF. In our recent follow-up, both these patients maintained a good quality of life.

CASE SUMMARY
Diagnosis: Both patients had dry cough and progressive dyspnea. Interventions: The first patient was treated with prednisone, and the second patient was treated with prednisone and tripterygium glycosides. However, the symptoms did not improve and fibrosis was not controlled. Thus, the Feibi recipe was used. Outcomes: No deterioration was observed after the treatment, and the dry cough and its effect were ameliorated. Furthermore, they are still alive and the quality of their lives has improved.

CONCLUSION
These two cases suggest that the Feibi recipe and other traditional Chinese medicine therapies could be beneficial for IPF treatment.
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Core Tip: In this report, we present the cases of two patients diagnosed with idiopathic pulmonary fibrosis with progressive fibrosing who received traditional Chinese medicine (TCM). The disease progression slowed down, and the symptoms were relieved. After several years of follow-up, we collected their medical history, computed tomography scans, and found that the patients had a moderate quality of life after the TCM treatment.

INTRODUCTION
Idiopathic pulmonary fibrosis (IPF) is a chronic progressive fibrosing interstitial pneumonia of unknown cause and a fatal lung disease[1]. The incidence of IPF has been increasing annually, and the median survival of patients diagnosed with IPF is only 2–3 years, with the 5-year survival rate being < 40%[2]. The World Health Organization has listed IPF as one of the refractory diseases and a danger to human health in the 21st century.
The hypothesis proposed was that the pathogenesis of IPF is closely associated with the role of alveolar–capillary barrier basement membrane in retaining the architecture of the injured lung and the contribution of transforming growth factor-β-persistent antigens, bone marrow-derived progenitor cells, and other factors[3].
Except for lung transplantation, no other treatments are effective for IPF[1]. Moreover, lung transplantation has certain limitations, such as high cost and lack of lung sources.
The Feibi recipe, a formula developed by Professor Ping’an Zhou with more than 50 years of clinical experience, was used to treat pulmonary fibrosis and evaluate the symptoms of the patients in this study.

CASE PRESENTATION
Chief complaints
Case 1: A 78-year-old woman was admitted to our hospital in November 2012.

Case 2: A 64-year-old woman with an 18-month history of persistent dry cough and progressive dyspnea on exertion was referred to our hospital in October 2002.

History of present illness
Case 1: The reason of admission was dry cough and worsening dyspnea within the last 3 years. Three years ago, she was diagnosed with IPF in Beijing Chaoyang Hospital, and the diagnosis was based on the clinical symptoms and medical examination findings. High-resolution computed tomography (HRCT) revealed subpleural reticular opacities predominantly in the bilateral lobes (Figure 1A). The bronchoalveolar lavage fluid contained 72.5% neutrophils, which was apparently higher than the normal range (< 3%). The patient was treated with two antibiotics because of lung inflammation and an increase in the leukocyte count (8.27 × 109/L). Prednisone was used to treat IPF. Although the infection was contained, the dry cough became more frequent and the dyspnea worsened.

Case 2: The patient was referred to our hospital in October 2002 for an 18-month history of persistent dry cough and progressive dyspnea on exertion. She was diagnosed with IPF at Peking Union Medical College Hospital based on her symptoms and physical and chemical examination findings. HRCT of the chest revealed basal and peripheral predominant reticular abnormality with honeycombing (Figure 2A). Velcro rales could be heard over both lung fields. The pulmonary function test revealed a total lung capacity of 1.41 L (64.3% of the predicted) and a forced vital capacity of 2.10 L (90.4% of the predicted). Meanwhile, the diffusion for carbon monoxide was 55.2% of the predicted. The results of fiberoptic bronchoscopy were normal. Meanwhile, the rheumatoid factors and other tests excluded secondary pulmonary fibrosis. She was receiving prednisone and tripterygium glycosides from the hospital for nearly a year and a half, but there was no improvement.

History of past illness
The patient had no chronic disease and no history of surgery.

Personal and family history
The patient had no personal and family history.

Physical examination
Case 1: The vital signs were as follows: Temperature: 36.4 °C, blood pressure: 132/77 mmHg, heart rate: 91 beats per minute, and respiratory rate: 23 breaths per minute.

Case 2: Her vital signs were as follows: Temperature: 36.3 °C, blood pressure: 138/82 mmHg, heart rate: 71 beats per minute, and respiratory rate: 20 breaths per minute.

Laboratory examinations
Case 1: The results of the blood routine test were normal.

Case 2: The results of blood routine tests and rheumatoid factor were normal.

Imaging examinations
Case 1: HRCT revealed fibrosis in both lungs, with ground-glass density and grid-like changes.

Case 2: HRCT of the chest revealed basal and peripheral predominant reticular abnormality with honeycombing and bronchiectasis.

The treatment formulas used for these two cases
Case 1: Radix astragali 20 g, Flos lonicerae japonicae 20 g, Fritillaria 10 g, Radix et Rhizoma Glycyrrhizae 10 g, Radix Angelicae sinensis 6 g, Rhizoma dioscoreae nipponicae 15 g, Folium pyrrosiae 15 g, Radix trichosanthis 15 g, Ganoderma 15 g, Radix et rhizoma rhodiolae crenulatae 15 g, Radix adenophorae 15 g, and Bulbus lilii 15 g.

Case 2: Radix astragali 20 g, Flos lonicerae japonicae 20 g, Radix et rhizoma glycyrrhizae 10 g, Radix angelicae sinensis 10 g, Ganoderma 15 g, Radix et rhizoma rhodiolae crenulatae 15 g, Semen armeniacae amarum 9 g, Radix puerariae lobatae 15 g, Radix paeoniae alba 15 g, Folium mori 30 g, and Caulis perillae 10 g.

FINAL DIAGNOSIS
The final diagnosis was IPF. Both patients had dry cough and progressive dyspnea.

TREATMENT
The patients received the Feibi recipe continuously. In the first patient, the symptoms were controlled. On HRCT, there was no superimposition on the background of lung fibrosis, and improvements were observed after the treatment (Figure 1B). In the second patient, most of the symptoms had improved, and there was no new progression based on HRCT (Figure 2B).

OUTCOME AND FOLLOW-UP
Visual analog scale, Leicester cough questionnaire, and chronic cough impact questionnaire were used to evaluate the effect of the disease before and after the treatment, such as on physiological and social function, mental health, and vitality. To an extent, that could reflect the efficacy of the Feibi recipe. The results revealed that the treatment relieved the cough and its effects as well as the quality of life of the patients (Tables 1–4).

DISCUSSION
Herein, we report the cases of two patients who were diagnosed with IPF based on HRCT and fiberoptic bronchoscopy. Despite treatment with prednisone, the course of pulmonary fibrosis was not controlled. Therefore, traditional Chinese medicine (TCM) was used as an alternative for treating IPF. After treatment with the Feibi recipe, HRCT revealed no deterioration, and the dry cough and its effects were ameliorated. Furthermore, the patients are still alive, and their quality of their lives has improved.
In TCM thesis, IPF belongs to the category of “lung paralysis” and “lung asthenia.” Its basic pathogenesis is mainly related to lung Qi deficiency and exogenous pathogenic factors that attack and penetrate the cells, causing heat and toxin accumulation.
The Feibi recipe is a TCM formula that is composed of Radix astragali, Flos lonicerae japonicae, and other components. Radix astragali nourishes Qi and resolves the toxins. Flos lonicerae japonicae clears the heat and dissolves the toxins.
Pharmacological studies have demonstrated that Radix astragali contains astragalus saponins and polysaccharides, which play a vital role in immunoregulation[4]. Astragalus polysaccharides have been found to protect rat lung tissue from pulmonary fibrosis, showcasing their protective effects. Additionally, astragaloside, amino acids, and selenium present in Radix astragali exhibit anti-aging properties, counteract free radical damage, prevent lipid peroxidation, and possess anti-inflammatory effects.
Flos lonicerae japonicae, on the other hand, contains flavonoids and chlorogenic acid, which contribute to its broad-spectrum antibacterial and antiviral effects. Furthermore, the components found in Flos lonicerae japonicae exhibit anti-inflammatory, antipyretic, and antiendotoxin properties. These components have the ability to regulate immunity, enhance the phagocytic function of leukocytes, reduce inflammatory cells in lung tissues, and decrease hydroxyproline content, indicating their potential therapeutic benefits[5].
A report has suggested upregulation of transforming growth factor beta (TGF-β) ligands is observed in major pulmonary diseases, including pulmonary fibrosis[6]. The Feibi recipe has been reported to exhibit inhibitory effects on the phosphorylation of P38 mitogen-activated protein kinase, resulting in a decrease in the expression of TGF-β1. Moreover, it has been found to downregulate the expression of interleukin-6 (IL-6) in lung tissue and reduce the content of type III collagen and hyaluronic acid in the serum. These findings suggest that the Feibi recipe possesses the potential to inhibit fibrosis and attenuate immunoinflammatory injury[7]. Moreover, it can reduce pathological response and inflammatory mediators, including IL-6, IL-13, IL-17, monocyte chemoattractant protein-1, tumor necrosis factor-α, and plasma glutathione peroxidase, in rats with PM2.5-induced lung injury. No. 2 Feibi recipe appears to attenuate lung injury in rats induced by PM2.5[8]. Moreover, clinical studies have shown that the Feibi recipe can improve the quality of life of patients with IPF[9,10]. Other molecules such as obeticholic acid and components from plants like Curdione and Paeoniflorin also have the potential to treat pulmonary fibrosis[11-13].

CONCLUSION
The two cases presented here suggest that the Feibi recipe is effective and beneficial for the treatment of IPF. However, further clinical experience and studies are needed to verify this finding.
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Figure 1 High-resolution computed tomography scans in July 2009 and March 2016. A: July 2009; B: March 2016. There is no superimposition on the background of lung fibrosis, and improvements could be observed after the treatment.
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Figure 2 High-resolution computed tomography scans in October 2002 and February 2011. A: October 2002; B: February 2011. There is no superimposition on the background of lung fibrosis, and improvements could be observed after the treatment.

Table 1 Comparison of visual analog scale, Leicester cough questionnaire, and chronic cough impact questionnaire before and after the treatment in case 1
	
	Score

	
	VAS (day/night)
	LCQ
	CCIQ

	Before the treatment
	7.8/4.8
	7.36
	86

	After the treatment
	2.4/1.5
	16.51
	41


VAS: Visual analog scale; LCQ: Leicester cough questionnaire; CCIQ: Chronic cough impact questionnaire.

Table 2 Comparison of Leicester cough questionnaire before and after the treatment in case 1
	
	Score

	
	Before the treatment
	After the treatment

	Physical function
	2
	4.38

	Psychological function
	2.86
	6.14

	Social function
	2.5
	6

	Total
	7.36
	16.51


LCQ: Leicester cough questionnaire.

Table 3 Comparison of visual analog scale, Leicester cough questionnaire, and chronic cough impact questionnaire before and after the treatment in case 2
	
	Score

	
	VAS (day/night)
	LCQ
	CCIQ

	Before the treatment
	8.3/5.1
	9.54
	77

	After the treatment
	2.0/2.0
	17.92
	37


VAS: Visual analog scale; LCQ: Leicester cough questionnaire; CCIQ: Chronic cough impact questionnaire.

Table 4 Comparison of Leicester cough questionnaire before and after the treatment in case 2
	
	Score

	
	Before the treatment
	After the treatment

	Physical function
	3
	5.5

	Psychological function
	3.29
	5.42

	Social function
	3.25
	7

	Total
	9.54
	17.92


LCQ: Leicester cough questionnaire.
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