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Introduction

The incidence of idiopathic pulmonary fibrosis (IPF) is increasing year after year.
With a high disability rate, high case fatality rate, low quality of life, and heavy
burden of disease, IPF is a major disease that poses serious public health risks.
The incidence rate of IPF is high and varies slightly across countries and regions
(11, The prevalence rate reaches 35.1/100,000 people, while the incidence rate
has also increased to 11.2/100,000 people [2]. The disease progresses rapidly. It
has a short median survival time of approximately 3-5 years B3], a high 3-year
cumulative case fatality rate of 50.2% [4], and a dismal prognosis. Even with
treatments such as aggressive anti-fibrotic therapy in recent years, the 5-year
survival rate is still below 50% [51. And with that comes higher case fatality rate
and disability rate, which seriously affects the quality of life of the patients.
Studies have shown that despite the wide use of anti-fibrotic treatment, the case
fatality rate is still on the rise [¢], and the quality of life with IPF after 2 years was
lower than for Global Initiative for Chronic Obstructive Lung Disease stage IV
chronic obstructive pulmonary disease [7l. The grim disease situation also brings
a serious burden of disease. In the UK, the annual total direct medical costs for
patients with IPF are $21,732 in average (8], and in the USA, the costs reach up to
nearly $2 billion L In China, there is a lack of authoritative data. But a
epidemiological survey of small sample based on health insurance payment data
showed that the average hospitalization costs per patient with IPF is as high as
¥19,645010], and the comorbidities and acute exacerbation events will further
increase the economic burden of patients with IPF.

In order to improve the prevention and treatment of IPF, a series of guidelines for
the diagnosis and/or treatment of IPF have been developed and published by
different international organizations and countries.

Chinese medicine is effective in treating IPF and its advantages may be in
reducing acute exacerbations, and improving exercise capacity, the quality of life,
and clinical symptoms and signs for IPFl11l. However, there is a lack of uniform
understanding and standardization of TCM treatment protocols for IPF, which
affects the popularization of the researches and the improvement of overall
clinical efficacy. See Annex B for the methodology of this document and Annex C
for limitations and future directions.

To meet the needs of clinical use and research of TCM and integrated traditional
Chinese and Western medicine, this document was made with reference to
domestic and overseas guidelines and expert consensus on the treatment of IPF,
hoping to provide a reference for the clinical prevention and treatment of IPF
with Chinese medicine.
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International Guideline for Clinical Practice of Chinese

Medicine Idiopathic Pulmonary Fibrosis

1 Scope

This document specifies the diagnostic criteria, pathogenesis, syndrome
differentiation, treatment with Chinese patent medicine, and other treatments of
idiopathic pulmonary fibrosis (IPF).

This document applies to the patients with IPF, and can be used by respiratory
clinicians (clinicians of TCM, integrated Chinese and Western medicine, and
western medicine) for reference.

2 Normative references

The following referenced documents are indispensable for the application of this
document. For dated references, only the dated edition applies. For undated
references, the latest edition of the referenced document (including any
amendments) applies.

GB/T16751.2-2020 Clinic terminology of traditional Chinese medical diagnosis
and treatment-Part 2:syndromes/patterns

T/CACM1330-2019 Syndrome Diagnostic Criteria of ldiopathic Pulmonary
Fibrosis in Traditional Chinese Medicine

ICD-11 International Classification of Diseases 11th Revision: Traditional
medicine conditions

ATS/ERS/JRS/ALAT An official ATS/ERS/JRS/ALAT statement: idiopathic
pulmonary fibrosis: evidence-based guidelines for diagnosis and management
ATS/ERS An official American Thoracic Society/European Respiratory Society
statement: key concepts and advances in pulmonary rehabilitation

3 Terms and definitions

For the purposes of this document, the following terms and definitions apply.

3.1
Idiopathic pulmonary fibrosis

a chronic, fibrotic, and interstitial lung disease of unknown cause. IPF occurs
primarily in middle-aged and elderly people, and is more common in males. And
it's characterized by dyspnea and progressive worsening of lung function.
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Note: Acute exacerbations of IPF (AEIPF) are defined as dyspnea, hypoxemia,
radiation-induced alveolar infiltration occurred within the last month of unidentifiable cause
that cannot be explained by infection, pulmonary embolism, pneumothorax, heart disease,
etc. [12],

4 Western diagnostic criteria
See Annex A for the western diagnostic criteria, classification, and process of IPF.

5 Pathogenesis

There is no uniform understanding of the pathogenesis of IPF. One view is that
the basic pathogenesis of IPF is the deficiency in origin and excess in
superficiality, which is often caused by lung deficiency and evil invasion that
harm qj, yin, and the kidney over time. The following syndromes are common in
clinical practices: asthenia syndromes including deficiency of both lung and
kidney, and deficiency of qi and yin; or sthenia syndromes including chronic
diseases transforming to collaterals due to mistreatment or long-standing illness,
or toxic phlegm and blood stasis and collaterals obstruction due to toxic evil
damaging the collaterals. The deficiency in origin often manifests as lung
deficiency and kidney deficiency, while excess in superficiality often manifests as
wind, toxin, phlegm, and stasis [!3l. Another view believes that the basic
pathogenesis of IPF is no more than deficiency, phlegm, stasis, and toxin. And the
pathology is phlegm and blood stasis leading to lung collateral obstruction and
eventually the loss of lung function. The other view believes healthy qi depletion,
collaterals obstruction, and constraints accumulation are the basic pathogenesis
of IPF. Healthy qi depletion refers to the deficiency of the lung causing the
deficiency of the kidney. Collaterals obstruction refers to lung collateral
obstruction. And constraints accumulation refers to the accumulation of phlegm
turbidity and blood stasis irreversibly damaging the healthy qi over time and
eventually leading to the loss of lung function. The root cause of IPF is lung and
kidney deficiency, the symptoms are lung collateral obstruction and phlegm and
blood stasis, and its characteristics are constraints accumulation resulting in the
loss of functions, the combination of loss of functions and obstruction, and a
mixture of asthenia syndromes with asthenia syndromes. In conclusion, the
pathogenesis of IPF are deficiency in origin and excess in superficiality, and a
mixture of asthenia syndromes with asthenia syndromes. The root causes of IPF
are asthenia syndromes with lung-qi and kidney-qi deficiency, yin deficiency, and
even yang deficiency being the main syndromes. And the symptoms of IPF are
asthenia symptoms with phlegm, stasis, toxin and their combinations being the
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main symptoms.
6 TCM diagnostic criteria

The common syndromes of IPF include two types: main syndromes (yin
deficiency and lung dryness syndrome, lung-qi deficiency syndrome, and lung-qi
and kidney-qi deficiency syndrome) and accompanied syndromes (phlegm
dampness syndrome and blood stasis syndrome). It should be noted that phlegm
dampness syndrome and blood stasis syndrome are often accompanied by
deficiency syndromes and manifest as a mixture of asthenia syndromes with
asthenia syndromes. For example, when accompanied by lung and kidney
deficiency syndromes, the patient will have lung-qi and kidney-qi deficiency with
phlegm dampness syndrome, or lung-qi and kidney-qi deficiency with blood
stasis syndrome. Acute exacerbations of IPF often manifest as yin deficiency and
lung dryness syndrome, lung-qi and kidney-qi deficiency with phlegm dampness
syndrome, and blood stasis syndrome. The diagnostic criteria of the syndromes
should meet the requirements in T/CACM1330-2019.

7 Therapeutic principles and methods

The main therapeutic method of IPF is supporting healthy qi to eliminate evils,
which means nourishing, moistening, resolving, and eliminating. Nourishing
includes nourishing the lung-qi, lung-yin, qi and yin, lung and kidney, etc.
Moistening refers to moistening the lung, including clearing heat by moistening
with the cold and supporting yang by moistening with the warm. Resolving refers
to resolving phlegm and stasis, covering clearing the phlegm-heat, drying
dampness and resolving phlegm, and promoting blood circulation and removing
blood stasis. Eliminating means eliminating accumulated hard masses, which is
often included in the methods of quickening the blood, freeing the collaterals,
and resolving phlegm. In terms of eliminating evils, distinguish the evils between
phlegm-heat, phlegm dampness, or blood stasis, and pay particular attention to
turbidity and toxin. Based on the syndromes, treat by clearing heat and resolving
phlegm, or drying dampness and resolving phlegm, or with promoting blood
circulation, removing blood stasis, and detoxifying sometimes. For patients with
accumulated phlegm and blood stasis, quicken the blood, resolve phlegm, and
eliminate accumulated hard masses. In terms of supporting healthy qi, while
nourishing the lung and the kidney, consider which deficiency is more serious, qi
or yin. At the middle and late stages of IPF, patients with accumulated phlegm
and blood stasis should be treated by nourishing healthy qi, resolving phlegm,

quickening the blood, and with medicines that eliminate accumulated hard
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masses, such as those with the functions of quicken the blood and free the
collaterals, resolve phlegm, detoxify, etc. [15].

Given the pathogenesis of IPF is complex and varies at different stages, the
degree of seriousness, whether the evil is phlegm turbidity, blood stasis, or heat
toxin, and the qi-blood and yin-yang of visceral organs should be differentiated in
clinical medicine use. The changes in excess evil should be paid attention to at
acute exacerbation stage, when the method of eliminating evils should be
enhanced, or used as the main treatment when necessary while supporting
healthy qi. At stable stage, resolve phlegm, quicken the blood, and eliminate
accumulated hard masses on the basis of nourishing the lung and the kidney.

8 Syndrome differentiations

8.1 Main syndromes
8.1.1 Yin deficiency and lung dryness syndrome

Main symptoms: dyspnea, chest tightness, shortness of breath, cough, scant
phlegm, sticky and difficult-to-expectorate phlegm, yellow phlegm, dry mouth,
dry throat, thirst, little tongue fur, yellow tongue fur, fine pulse, rapid pulse.
Secondary symptoms: dry cough, thick phlegm, heat in the heart of the palms and
soles, night sweats, mental fatigue, physical fatigue, red tongue, peeling tongue
fur.

Diagnostic conditions: (1)dyspnea, chest tightness, or shortness of breath; 2)dry
cough, scant phlegm, sticky and difficult-to-expectorate phlegm, or yellow
phlegm; (3)dry mouth, dry throat, or thirst; (4)heat in the heart of the palms and
soles; (5)night sweats; (6)red tongue, little tongue fur, yellow tongue fur, peeling
tongue fur, or fine and rapid pulse.

Diagnostic criteria: having both (1)(2) and three of 3)@)(5)(6).

Treating methods: nourish yin, moisten dryness, and clear heat.

Prescriptions: Modified Maimendong decoction (from Synopsis of Prescriptions
of the Golden Chamber) combined with Baihe Gujin decoction (from Collected
Exegesis of Recipes): Radix Adenophorae 15g, Radix Ophiopogonis 15g,
Rehmannia Glutinosa 15g, Radix Scrophulariae 12g, Paeoniae Radix Alba 15g,
Ginseng 6g, Bulbus Lilii 15g, Stemonae fried with honey 15g, Bulbus Fritillariae
Thunbergii 9g, Cortex Moutan 12g, Citri Reticulatae Pericarpium 12g, earthworm
15g, baked Radix Glycyrrhiza 9g.

Modified prescriptions: for some patients, yin-deficiency will affect qi to cause
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qi-yin deficiency, resulting in the symptoms of cough or dyspnea with sweating,
and aversion to wind. Add Fructus Schisandrae, Gynostemma Pentaphyllum, and
Radix Astragali to their prescriptions. Or use modified Baihuajian pills (from
Jifeng's Formularies for Universal Relief: Ginseng, Tartarian Aster, Colla Corii
Asini, Stemonae fried with honey, Flos Farfarae fried with honey, Rhizoma
Dioscoreae, Radix Asparagi, Radix Ophiopogonis, Bulbus Fritillariae Cirrhosae,
stir-fried bitter Apricot seed, baked Radix Glycyrrhiza). For patients with
frequent dry cough, add Flos Farfarae fried with honey, stir-fried Fructus Tribuli,
and Bombyx Batryticatus stir-fried with bran to their prescriptions. For patients
with excess heat toxin and with symptoms of sore throat and yellow phlegm, add
Scutellaria Baicalensis, Rhizoma Belamcandae, and stir-fried Fructus Arctii to
their prescriptions. For patients with severe heat in the heart of the palms and
soles, add Anemarrhenae Rhizoma and salt-fried Phellodendri Chinensis Cortex
to their prescriptions. For patients with obvious night sweats, add Calcined
Oyster and light wheat to their prescriptions. For patients with blood stasis and
with symptoms of cyanotic lips, dark purple tongue, or sublingual varicose veins,
Add woodlouse, Rhizoma Dioscoreae Nipponicae, and Radix Paeoniae Rubra to
the prescriptions.

8.1.2 Lung-qi deficiency syndrome

Main symptoms: chest tightness and shortness of breath that worsen in
movements, cough, mental fatigue, physical fatigue, spontaneous sweating, being
susceptible to colds, pale and white tongue, fine pulse. Secondary symptoms:
white phlegm, scant phlegm, physical fatigue, asthenic breathing and
disinclination to talk, aversion to wind, thin tongue fur, white tongue fur, deep

pulse, weak pulse.

Diagnostic conditions: (1)chest tightness, shortness of breath, or cough.
(2)mental fatigue, or fatigue that worsens in movements; (3)spontaneous
sweating that worsens in movements; (4)aversion to wind, or being susceptible

to colds; (5)pale and white tongue, deep and fine pulse, or fine and weak pulse.

Diagnostic criteria: having (1) and two of 2)3)(@)(5).

Therapeutic methods: nourish the lung, boost qi, resolve phlegm and relieve

cough.

Prescriptions: Modified Renshen Yangfei decoction (from Records of Insights into
Miscellaneous Diseases) combined with Yangfei decocted extract (from Jifeng's
Formularies for Universal Relief): Radix Codonopsis 15g, Radix Astragali 15g,

Fructus Schisandrae 15g, English walnut seed 15g, Colla Corii Asini 6g (melted in
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hot solution), Stemonae fried with honey 15g, Bulbus Fritillariae Thunbergii 9g,
stir-fried Fructus Perillae 9g, Alum Processed Pinellia 12g, Radix Paeoniae Rubra
9g, vinegar-processed Curcumae Rhizoma 12g, earthworm 9g, Spica Prunellae
12g, Citri Reticulatae Pericarpium 12g, baked Radix Glycyrrhiza 9g.

Modified prescriptions: for some patients, severe lung-qi deficiency will affect
yang-qi to cause lung-qi deficiency and cold, resulting in the symptoms of fear of
wind and cold, and clear and cold phlegm. Add Asarum Sieboldii Miq, Rhizoma
Zingiberis, salt-processed Psoraleae Fructus to their prescriptions. Or use
modified Bufei Renshen powder (from Taiping Royal Prescriptions: Ginseng,
Tartarian Aster fried with honey, deerhorn glue, Radix Astragali, Cinnamon,
Folium Perillae, Rhizoma Atractylodis Macrocephalae stir-fried with bran,
Fructus Schisandrae, prepared Rehmanniae root, fried bitter Apricot seed,
Rhizoma Zingiberis) combined with Banxia decoction (from Valuable
Prescriptions for Emergency: Alum Processed Pinellia, ginger, Cinnamon, baked
Radix Glycyrrhiza, ginger mix-fried Cortex Magnoliae Officinalis, Ginseng, Citri
Reticulatae Pericarpium, Radix Ophiopogonis). For patients with yin deficiency
and with symptoms of dry cough or scant and difficult-to-expectorate phlegm,
dry throat, red tongue with little or even no tongue fur, add Radix Ophiopogonis
and Radix Adenophorae to their prescriptions. For patients with copious phlegm
and white and slimy tongue fur, remove Radix Astragali and Radix Ophiopogonis,
and add Citri Grandis Exocarpium, Rhizoma Atractylodis Macrocephalae
stir-fried with bran, and Poria Cocos. For patients with yellow phlegm and yellow
tongue fur, add Scutellaria Baicalensis, Bulbus Fritillariae Thunbergii, and
Trichosanthes Kirilowii Maxim to their prescriptions. For patients with severe
spontaneous sweating, double the amount of Radix Astragali, and add light wheat
and Calcined oyster to their prescriptions. For patients with blood stasis and
with the symptoms of cyanotic lips, dark tongue color or sublingual varicose
veins, selectively add stir-fried peach kernel, scorpion, hirudo scalded with talc
powder, and Angelica Sinensis.

8.1.3 Lung-qi and kidney-qi deficiency syndrome

Main symptoms: dyspnea, chest tightness, and shortness of breath that worsen in
movements, cough, mental fatigue, physical fatigue, spontaneous sweating, being
susceptible to colds, waist-knee soreness, dizziness, frequent urination at night,
enuresis when coughing, pale white tongue, white tongue fur, deep pulse, fine
pulse. Secondary symptoms: fear of wind and cold, fatigue, cough with phlegm,
dilute phlegm, easy-to-expectorate phlegm, tinnitus, frequent urination, thin
tongue fur, weak pulse.
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Diagnostic conditions: (1)dyspnea, or shortness of breath that worsens in
movements, or cough; (2)mental fatigue, physical fatigue, or spontaneous
sweating that worsen in movements; (3)fear of wind and cold, or being
susceptible to colds; @Waist-knee soreness; @dizziness or tinnitus; @frequent
urination, frequent urination at night, or enuresis when coughing; (7)pale white
tongue, deep and fine pulse, or fine and weak pulse.

Diagnostic criteria: having two of (1)(2)(3) and three of 4)(5)(6)(?).

Therapeutic methods: nourish the lung and the kidney, help the kidney to control

gi to prevent asthma.

Prescriptions: Modified Shenshu Taosu decoction (from Bianzheng Lu) combined
with Bufei powder (from Prescriptions for Universal Relief): Ginseng 6g, Radix
Astragali 15g, English walnut seed 15g, Radix Ophiopogonis 12g, prepared
Rehmanniae root 15g, wine-steamed Corni Fructus 12g, Fructus Schisandrae 9g,
salt-processed Psoraleae Fructus 12g, processed Epimedii Folium 9g, Bulbus
Fritillariae Thunbergii 9g, stir-fried Fructus Perillae 9g, Radix Stephaniae
Tetrandrae 9g, Radix Paeoniae Rubra 12g, earthworm 15g, scorpion 6g, Citri
Reticulatae Pericarpium 12g, baked Radix Glycyrrhiza 9g.

Modified prescriptions: For some patients, qi deficiency will affect yin to cause
qi-yin deficiency in both lung and kidney, resulting in the symptoms of weak dry
cough, or scant and difficult-to-expectorate phlegm, dry throat, night sweats, red
tongue with little moss. Remove salt-processed Psoraleae Fructus from their
prescriptions and add wine-steamed Rhizoma Polygonati, Radix Asparagi, and
Colla Corii Asini. For some patients, qi damage will affect yang to cause yang
deficiency in both lung and kidney, resulting in the symptions of fear of cold,
puffy face, and swollen limbs. Remove Radix Ophiopogonis from their
prescriptions and add processed Aconiti Lateralis Radix Praeparata, Cinnamon,
and Poria Cocos. For patients with shortness of breath and heavy gasping, add
Gecko and Lignum Aquilariae Resinatum to their prescriptions. For patients with
obvious blood stasis, and add vinegar-processed Curcumae Rhizoma, woodlouse,
and hirudo scalded with talc powder to their prescriptions. For patients with
yellow phlegm, add Scutellaria Baicalensis, Bulbus Fritillariae Thunbergii, and
Trichosanthes Kirilowii Maxim to their prescriptions. For patients with
constipation, add stir-fried peach kernel and wine-steamed Rhubarb to their

prescriptions.
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8.2 Accompanied syndromes

8.2.1 Phlegm dampness syndrome

Main symptoms: white phlegm, easy-to-expectorate phlegm, slimy tongue fur,
slippery pulse. Secondary symptoms: copious phlegm, low food intake, anorexia,
distention and fullness, abdominal distension, white tongue fur, string-like pulse.

Diagnostic conditions: (1)white phlegm, or easy-to-expectorate phlegm;
(2)anorexia or low food intake; (3)distention and fullness or abdominal
distension; (4)white tongue fur, white-and-slimy tongue fur, slippery pulse, or

string-like and slippery pulse.
Diagnostic criteria: having (1) and two of 2)(3)(®).

Therapeutic methods: dry dampness and resolve phlegm, diffuse and downbear
lung qi.

Prescriptions: Modified Erchen decoction (from Collected Exegesis of Recipes)
combined with Sanzi Yangqin decoction (from Za Bing Guang Yao): Pinellia
Ternate 12g, Poria Cocos 15g, Citri Reticulatae Pericarpium 12g, Rhizoma
Atractylodis Macrocephalae 12g, ginger mix-fried Cortex Magnoliae Officinalis 9g,
stir-fried Semen Brassicae 9g, stir-fried Semen Raphani 9g, stir-fried Fructus
Perillae 9g, baked Radix Glycyrrhiza 6g.

8.2.2 Blood stasis syndrome

Main symptoms: dull face, green-blue or purple lips, dark tongue, green-blue or
purple tongue, ecchymosis and petechiae on tongue, sublingual varicose veins.

Secondary symptoms: chest tightness, shortness of breath, rough pulse.

Diagnostic conditions: (1)dull face; (2)green-blue or purple lips; (3)dark tongue,
green-blue or purple tongue, ecchymosis or petechiae on tongue; (4)sublingual
varicose veins.

Diagnostic criteria: having one of (1)(2)(3)(4).

Therapeutic methods: promote blood circulation and remove blood stasis.

Prescriptions: Modified Xuefu Zhuyu Decoction (from Correction on Errors in
Medical Classics): stir-fried peach kernel 9g, Carthamus Tinctorius L. 9g, Angelica
Sinensis 10g, Chuanxiong Rhizoma 9g, Radix Paeoniae Rubra 12g,

vinegar-processed Curcumae Rhizoma 9g, woodlouse 6g.

8.3 Complex syndromes

The syndromes of IPF are mostly complex syndromes, which still have a
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difference between the main syndromes and secondary syndromes. For example,
the main syndromes of IPF are yin deficiency and lung dryness syndrome, lung-qi
deficiency syndrome, and lung and kidney qi deficiency syndrome. And the
common secondary syndromes are phlegm dampness syndrome and blood stasis
syndrome. If lung-qi deficiency syndrome is combined with phlegm dampness
syndrome, it turns into lung-qi deficiency and phlegm dampness syndrome. If
lung and kidney qi deficiency syndrome is combined with phlegm dampness
syndrome, it turns into lung and kidney qi deficiency and phlegm dampness
syndrome. Blood stasis is common in all syndromes. When it's combined with
lung-qi deficiency syndrome, it turns into lung-qi deficiency and blood stasis
syndrome. And if it's combined with lung and kidney qi deficiency syndrome, it
turns into lung and kidney qi deficiency and blood stasis syndrome. If phlegm
dampness and blood stasis both appear, for example, when lung and kidney qi
deficiency syndrome is combined with both syndromes, it turns into lung and
kidney qi deficiency and phlegm stasis syndrome.

It's impossible to list each complex syndrome in the document. Therefore, in
clinical practices, it's recommended to refer to the listed prescriptions in this
document to treat patients diagnosed with complex syndromes, and modify the
prescriptions based on whether the syndromes are asthenia or sthenia, and
whether the syndromes are main or secondary syndromes. For example, for
patients with lung and kidney deficiency syndrome and intermingled phlegm and
blood stasis syndrome, on the basis of using prescriptions that nourish the lung
and the kidney and help the kidney to control qi to prevent asthma, herbs with
the effect of resolving phlegm, quickening the blood, and eliminating hard masses
should be added, such as those quicken the blood and free the collaterals
(stir-fried peach kernel, vinegar-processed Curcumae Rhizoma, hirudo scalded
with talc powder, woodlouse, scolopendra, etc.) and those resolve phlegm
(stir-fried Semen Brassicae, Bulbus Fritillariae Cirrhosae or Bulbus Fritillariae
Thunbergii, clam shell, etc.).

9 Treatment with Chinese patent medicine

9.1 Yangyin Qingfei granule

1 sachet orally, 2 times a day. Effect: nourishing yin, moistening the lung, clearing
heat, and good for the throat. Used for dry and sore throat, dry cough, and scant
or no phlegm.

9.2 Gejie Dingchuan capsule

3 capsules orally, 2 times a day. Effect: nourishing yin, clearing the lung, relieving
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cough, and preventing asthma. Used for cough and asthma, shortness of breath,
chest tightness, spontaneous sweating, and night sweats caused by lung and
kidney deficiency, and lung heat due to yin deficiency.

9.3 Jinshuibao capsule

3 capsules orally, 3 times a day. Effects: nourishing both lung and kidney,
containing essence and boosting qi. Used for lung and kidney deficiency, essential
qi deficiency, enduring cough, dyspnea of deficiency type, mental and physical
fatigue, etc.

9.4 Bailing capsule

0.5g for each capsule, 2-6 capsules orally, 3 times a day. Effects: nourishing both
lung and kidney, and boosting essential qi. Used for cough, asthma, ect caused by
lung and kidney deficiency.

9.5 Erchen pill

9-15g orally, 2 times a day. Effects: drying dampness, resolving phlegm, rectifying
qi, and harmonizing the stomach. Used for cough and copious phlegm caused by
phlegm dampness obstruction.

9.6 Bufei Huoxue capsule

4 capsules orally, 3 times a day. Effects: boosting qi, quickening the blood,
nourishing the lung, and securing the kidney. Used for cough, chest tightness, ect
caused by qi deficiency and blood stasis.

9.7 Xuefu Zhuyu capsule

6 capsules orally, 2 times a day. Effects: quickening the blood, dispelling stasis,
moving qi, and relieving pain. It is used for chest tightness, chest pain, etc. caused
by qi stagnation and blood stasis.

10 Other treatments

Multiple TCM treatment including acupuncture, iontophoresis, cream formula,
and moxibustion have certain efficacy on IPF. Based on existing clinical evidences
and expert consensus, cream formula therapy is recommended [17-19. The
detailed prescriptions and treatment should be used after the patient's

syndromes are differentiated by TCM physicians.
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Annex A
(Informative)

Clinical Diagnosis of IPF
A.1 Clinical diagnosis

A.1.1 Clinical manifestations

IPF usually manifests as progressive dyspnea on exertion, cough, and crackles on
the base of lung of unidentifiable cause, and may be accompanied by clubbing
digits. There are generally no clinical manifestations of other systemic diseases.
The incidence rate of IPF is positively correlated with the growth of age. Typically,
a patient will have his onset at the age of 60-70 with occult dyspnea. Few patients
may start with acute exacerbation, which manifests as acute exacerbation
dyspnea of unidentifiable cause within a few weeks, and newly detected
ground-glass opacity on chest HRCT on the basis of pulmonary fibrosis.

A.1.2 Diagnostic measures

IPF is mainly diagnosed by both chest HRCT and histopathological examination
by lung biopsy. There are 4 patterns of IPF based on imaging findings and
histopathological examination: UIP pattern, probable UIP pattern, indeterminate
for UIP, and alternative diagnoses.

A.1.3 Diagnostic criteria

The diagnosis of IPF should: (Drule out other interstitial lung diseases of
identifiable cause (including residential exposure, occupational exposure,
connective tissue disease, influence of drugs, etc.) and fit (2) or (3) below. (2) UIP
pattern on HRCT (see Annex A.2). (3)Patients with lung pathological
manifestations meet specific combinations of HRCT phenotype and lung
pathological phenotype.

Diagnostic criteria for AEIPF: patients diagnosed with IPF can be diagnosed with
AEIPF if they (1)show significant acute dyspnea exacerbation usually within a
month; (2)on the basis of UIP pattern changes, see newly detected lung
ground-glass opacity and/or lung consolidation on chest HRCT; (3)rule out
deteriorated respiratory function or acute pulmonary edema caused by heart
failure or fluid overload.
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A.2 Features of patterns on imaging findings and histopathological

examination

Table A.1 Features of patterns on imaging findings and histopathological

examination
UIP pattern Probable UIP pattern Indeterminate for Alternative diagnoses
UIP
Features 1. Distribution: 1. Distribution: lower 1. Distribution: 1. CT features:
of lower lung- lung-predominant without (1) Multiple cysts; (2) diffuse
imaging predominant and and subpleural-predomin mosaic attenuation; (3)
findings subpleural-predom subpleural-predomina ance. predominant GGO; (4) profuse
inant. Often nt. Often 2. The features and micronodules; (5) centrilobular
heterogeneous and heterogeneous. distribution of lung nodules; (6) nodules
may be 2. Reticular pattern fibrosis do notfitany consolidation.
asymmetric. with peripheral CT features of any 2. Distribution:
2. Honeycombing traction interstitial lung (1)peribronchovascular
with or without bronchiectasis/bronch disease (truely predominant; (2)perilymphatic
peripheral traction iolectasis. indeterminate for distribution (consider
bronchiectasis/bro 3. May have mild GGO.  UIP) sarcoidosis); (3)upper or mid
nchiolectasis. lung (consider fibrotic HP,
Presence of CTD-ILD, and sarcoidosis);
thickening of (4)subpleural-predominance
interlobular septa (consider NSIP or
with varied smoking-related IP).
imaging  findings 3. Other features:
usually. May have (Dcysts (consider LAM, PLCH,
mild GGO and lung and DIP); (2)mosaic attenuation
consolidation. (consider HP); (3)predominant
GGO (consider HP,
smoking-related disease, drug
toxicity, and acute exacerbation of
fibrosis); (4)profuse centrilobular
micronodules (consider HP or
smoking-related disease);
(5)nodules (consider
sarcoidosis); (6)consolidation
(consider organizing pneumonia,
etc.); (7)pleural plaques
(consider pneumoconiosis);
(8)dilated esophagus (consider
____________________ CTD).
Histopat 1. Dense fibrosis 1. Have some but not 1. Pulmonary 1. Presence of pathological
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hologica
1
features

with significant
architectural
distortion (i.e.,
destructive
scarring and/or
honeycombing).

2. A predilection
for subpleural

and/or paraseptal

all

pattern.

features in UIP

of

features that suggest

2. The absence

an alternative
diagnosis.
3. Or have

honeycombing alone.

fibrosis. May
architectural
distortion, with
other  pathological
features of non-UIP
patterns 2,

2. Some features in
UIP pattern and of

other diseases .

fibrosis.

3. Patchy
pulmonary fibrosis.
4. Fibroblast foci.

5. The absence of

features that
suggest an
alternative
diagnosis.

of IIP
such

of non-UIP
as

features
patterns, without
fibroblast foci, or loose fibrosis.

of

features of other diseases, such as

2. Presence pathological

hypersensitivity pneumonitis,
cell
LAM,

pulmonary  Langerhans

histiocytosis, sarcoidosis,

etc.

*UIP: usual interstitial pneumonia; a: Varied distribution (diffuse distribution, or asymmetric

in the two lobes); b: Combined with other CT features (mild ground-glass opacity, reticular

pattern, and consolidation).

A.2 Diagnostic algorithm for IPF

—i  UIP

Patient suspected of havusg IPF
Porential cause associated conditzon
4
Further evaluntion
tncluding with HRCT
=X g ¥
| r -
1 { HRCT pamiens
L ‘ Speaficity dugnosis l
Probable ULP pattern

Indeterimmte for ULP

ARerualive disgnoses

MDD Alternative
) dagnoss

BAL

)

Not [PF

Figure A.1 Diagnostic algorithm for IPF

*MDD: multidisciplinary discussion; BAL: bronchoalveolar lavage.
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Annex B
(Informative)

Guideline development

Set up a guideline development

A

Construct clinical issues and choose

A

Evidence screening and data

A

Systematic review, update, and

A

Evidence

Economical analysis

&
<«

. . . Audien referen nd val
Evidence integration and dience preferences and value

form arade of

b Consult with experts

Make evidence

A

Write discussion paper

Clinical trial
A Consult with experts
Revise and refine the

A

Form the recommendation

v
Publish by the committee

Figure B.1 Guideline development algorithm

*The process data and instructions of this guideline can be obtained from the International
Standards Department of WFCMS.
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Annex C
(Informative)

Limitations and future directions of the IPF guideline

The evidence of clinical research on the treatment of idiopathic pulmonary
fibrosis with traditional Chinese medicine is limited and lacking in high-quality
clinical research evidence. Most of the recommended prescriptions for various
syndromes are classic and famous prescriptions selected based on the
pathogenesis, lacking in modern research evidence; The recommended Chinese
patent medicines are widely used in the clinical treatment of IPF; and large
sample sized and high-quality clinical research is needed to verify their efficacy
and safety.

The acute exacerbation of IPF, with a dismal prognosis, short median survival
time, and a high case fatality rate, is an vital incidence that affects the natural
course of IPF. Traditional Chinese medicine has a significant effect in the
treatment of acute exacerbation of IPF, but is lacking research evidence at the
present and unable to solve the clinical problems such as the application time of
traditional Chinese medicine and the effect of treatment. It is recommended to
carry out clinical research on the diagnosis and treatment to clarify the effect of
traditional Chinese medicine and provide high-quality evidence.
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