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Gene name

CD133

5-GACCGACTGAGACCCAACATC-3'

5-TTTGCTTCAGGGTTTCATCCA-3'

5-CTGTGGATGACTGAGTACCTG-3'

5-CAAACCTCAGGGAAACATTCAG-3'

5-CGGACTCTCCAAGAGAACAGG-3'

5-CTGTCTACGGCACAGATGGAT-3'

5-CACTCACAGACCTGACTCGGTT-3"

Reverse
5-GGCTAGTTTTCACGCTGGTCA-3'
5-TCTGCAGCTCCATGTTACTGTC-3'
5-GAGACAGCCAGGAGAAATCA-3'
5-CACACAAACAAAACTGCTCC-3'
5-TCAAAGGTCGTGGTCAAAGCC-3'

5-GGGACTCGTCTTCAGGGGAA-3'

5-AAGCAGGATCACAGTTGGCTGG-3'
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Outcome Study removed [first author (year)] p-value, 12 value(%) p-value RR/SMD [95% CI]

TNF-a Liang et al. (2022) ‘ P < 00001, * = 90 = 0003 135 208, -0.62)
Luo et al. (2017) ‘ P =00004, I* = 87 P < 0.0001 ~1.24 (~187, -062)

Shi and Xiang (2018) ‘ P =00004, I = 87 [ P < 0.0001 | 122 (180, 03]

Wan et al. (2020) ‘ p=032,F=12 P < 000001 156 (~1.80, ~1.32]

L6 | Liang et al. (2022) ‘ p=005F=73 | P < 000001 s [-214,-092)
Luo et al. (2017) \ =004, =76 P < 000001 ~152 [-215, -0.89)

Lu et al. (2018) ‘ p=094,F=

P < 0.00001 ~1.24 [-149, -0.98]
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Quality assessment No of patients Effect Quality  Importance

No.of  Design Inconsistency  Indirectness  Imprecision Other Dachaihu  Control ~ Relative Absolute
studies considerations  decox (95% Cl)
Clinical efficacy.
" Randomized | Serious' | No srious No serous o erous Reporting bis” @06 05a%) | 74 RR LIS 145 more per 1000 | 9300 LOW | CRITICAL
s inconsisency indircness imprecision 003 | (113120 | (rom 104 more to
193 more)
o
Time for resolution of abdominal pain (better indicated by lower values)
1 Randomized | Srious | Serous No serous o serous None ws 2 MD 152 lower a0 IMPORTANT
s indircness imprecson @3St | tOW
Time for resolution of fever (better indicated by lower values)
» Randomized | Srious' | Srous No serious o erous None 5 558 < MD 152 lower 500 IMPORTANT
s indircness imprecison a0-Lilow) | LOW
Time for white blood cell counts to normalize (better indicated by lower values)
7 Randomized | Srious | Scrous No serous No serous None 357 I MD 289 lower a0 IMPORTANT
s indircness imprecsion O2low) | LOW
Length of hospital stay (better indicated by lower values)
s Randomized | Srious' | No srious No serious seious” None 186 15 . M 178 lower 900 CRITICAL
wials inconsisency indirecness Qoris v | LOW
ALT levels (better indicated by lower values)
s Randomized | Sevous | Serous” No serous No seraus None )24 3 MD 1188 ower 2500 10W | IMPORTANT
el indiectnes impreciion 1529-447 lowe)
AST levels (better indicated by lower values)
2 Randomized | Srious' | No serious No serous Seious None ¥ o MD 873 lower 2500 10W | IMPORTANT
s inconsisency indirecness 076772 lower)
NEUTS6 (better indicated by lower values)
s Randomized | Serious | Scrous No serous No serous None 20 zm MD 9568 lower @800 10W | IMPORTANT
s indirecness imprecsion 1135805 lowe)
TNF-a levels (better indicated by lower values)
s Randomized | Srious' | No srious No serous Seious None s s - SMD 210 ower %900 10W | IMPORTANT
s nconsisency indircness Q43178 lower)
Incidence of adverse events
5 Randomized | Serous' | No serious No serous No seraus None wesro% | 78 RRon Tlewer per 1000 | @980 cRrmICAL
s nconsisency indirecness imprecsion 20139 | 00049 | (om3fwero | MODERATE
0 fewer)
o 2

Note:
Have not implemented llocation concealment and blinding methods.
“There is publication bia n this outcome,

High heteogencity and ltle overlapping confdence interal,
il e
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Common Botanical  Authorities Processing Main Medicinal source

English Latin of bioactive (Pharmacopoeia)
name name botanical compounds
drugs
Bupleuri radix | Bupleurum Augustin Apiaceae Rootand | Remove 15 Saikosaponins, China Pharmacopoeia
chinense DC. | Pyramus de dried root | impurities and flavonoids, essential | (2015)
Candolle remaining stems, oils, and phytosterols

wash thoroughly,
moisten until

fully softened,
slice thickly,
and dry
Chinese skullcap | Scutellaria Johann Gottlieb | Lamiaceae ~ Rootand = Remove 9 Baicalin, baicalein, | US. Pharmacopoeia
root baicalensis Georgi dried root | impurities and wogonin, and USP 43 (2020)
Georgi boil in water for wogonoside

10 min. Take out
and let it fully
soften, then slice
thinly, and dry.
Alternatively,
steam for 30 min,
then slice thinly,
and dry (avoiding
direct sunlight)

Citron fruit Citrus Carl Linnaeus | Rutaceae Fruitand | Remove 9 Synephrine, China Pharmacopoeia
aurantium L. dried ripe | impurities, wash naringin, hesperidin, | (2010)
fruit thoroughly, and limonin
moisten until
fully softened,
slice thinly,
and dry
Banxia Pinellia ternata | Carl Peter Araceae Tuberand | Separate Pinellia 9 Pinellia alkaloids, China Pharmacopoeia
(Thunb.) ‘Thunberg dried ternata by size pinellin, (2015)
Makino. tuber and soak in water polysaccharides, and
until fully volatile oils

softened. Remove
and set aside. Boil
Glyeyrrhiza
uralensis twice,
combine the
decoctions, and
mix with lime
solution. Add the
soaked Pinellia,
stir 1-2 times
daily, keeping
pH above 12.
Soak until the
cross section is
uniformly yellow
and slightly
tingling to taste.
Remove, wash,

and dry
Rhubarb Rheum Henri Emest | Polygonaceae  Rhizome, | Remove 6 Anthraquinones, European
officinale Baill | Baillon root, and | impurities, wash thein, chrysophanol, | Pharmacopoeia, 7th edn.
dried oot thoroughly, emodin-8-glucoside, | (2012)
and moisten until and aloe emodin

rhizome softened, cut into
thick slices or

chunks, and
air-dry
Chinese peony | Paconia Peter Simon Paconiaceae  Rootand | Wash 9 Paconiflorin, US. Pharmacopoeia
lactiflora Pall | Pallas dried root | thoroughly, albiflorin, and USP 39 (2016)
moisten until catechins

softened, slice
thinly, and dry

Ginger Zingiber William Roscoe | Zingiberaceae  Rhizome | Remove 15 Gingerols, shogaols, | U.S. Pharmacopoeia
officinale and dried | impurities and zingerone, volatile | USP 43 (2020)
Roscoe rhizome | wash thoroughly. ails, and flavonoids
Slice thickly
before use
Ba Ziziphus Philip Miller | Rhamnaceae  Fruit and | Remove 9 Polysaccharides, US. Pharmacopoeia
Jjujuba Mill dried ripe | impurities, wash saponins, and USP 39 (2016)
fruits thoroughly, and vitamin C
sun-dry. Break
open or remove
the seeds
before use

Note: According to the Chinese Pharmacopoeia, the decoction preparation method for traditional Chinese medicine (TCM) is as follows: weigh Bupleurum chinense DC. [Apiaceae; Bupleuri
radix], Scutellaria baicalensis Georgi [Lamiaceae; Scutellariae radix], Citrus aurantium L. [Rutaceae; Citri aurantii fructus immaturs], Pinellia ternata (Thunb.) Makino [Araceae; Pinelliae
rhizomal, Rheum officinale Bail. [Polygonaceae; Rhei radix et thizomal, Paconia lactiflora Pal. [Paconiaceae; Paconiae radix albal, Zingiber officinale Roscoe [Zingiberaceae; Zingiberis thizomal,
and Ziziphus jujuba Mill. (Rhamnaceae; Ziziphi jujubae fructus), according to the specified dosages (grams). Remove any impurities and wash thoroughly. Place the botanical drugs in a clean
container, add suffcient water, and soak for approximately 30 min ntil softened. Transfer both the botanical drugs and soaking liquid to a clay or stainless-steel pot, add 6-10 times the herb
weight in water, bring to a boil, and then simmer for 30 min. After the initial decoetion, strain the liquid, add more water to the residue, and decoct again for 20-25 min. Combine and mixthe two
decoctions and then filer through a fine sieve or cloth for clarity. Pour the decoction into a clean container while hot, scal tightly, and consume within 24 h. For longer storage, reboil to sterilize
aiic) ialicaries, T dicald be nlkens wainh T divated coss. Wil dossns and Boimeccy: atissd taod: ot hadical idvios,
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StudyID  Sample Gender Age [mean (SD)] Onset time (days) Intervention  Duration (days) Outcomes
size (male/
female)

T[Nl c

Cai MK2022 51244565 | S5LI6£572 | 814103 | 808110 ©.0.0.4 0

2 Chenfr2os | 40 | 40 209 28 a2zan | 23746 NR NR DoHT+1C  1C 5 2.0.0.0.0.0.:@

5 DagH0ls | 2 2 N NR 2268 804258 NR NR peHTsCT u Qmio

4 DengYHIS | 43 | 43 | 220 | 2419 5402150 | $60%1420 N N parTecTcr 2 ©.0.0.04®

s GuKK2I | 30 0| 1703 1604 @71:105 | @69l | 09006 | 029005 DCHT+IC  IC 15 ©.0.0.1®

6 Guo AL2012 35 35 16/19 1718 4163 £ 1021 402321151 286135 30115 DCHT + CT cr 7 ©®and @

7 GuoHL03 | 40 | 0 73 ek Sedza2i | S6md R NR peHT+CTCr u ©.0.0.1 0

s HongIX0IS | 41 | 41 | 193 2021 5616102 | SM02:1L§ | 2312086 | 2462108 DCHT+CT  CT 7 0.0.me

9 Li poi6 @ 6 s W5 n¥se | BeEsis R NR peHTsCTCr 10 ©

10 LangJB2013 | 50 | S0 308 | 3020 47002750 | 480083 15 16 ponr  cr 10 ©.0.m0

u LangJ¥2006 | 30| 30 1208 | 1020 2002120 | 5521108 NR NR beHTsCTCr 7 @m0

2 LaoXM0I4 | 30 | 30 1604 | 28 2002370 | 3800%450 R NR panrecr cr w0 0.0

B LMz | 35 35 106 | 1817 2342425 | 827324 | 3022028 | 3042026 DCHT+CT  CT u ®

u Wea | 30 | 30 A9 | 17 48245813 | 4871804 | 0265005 | 0285005 DCHT+IC  IC u 0.0.0.0.m40

15 LuYQls | 82 | 2| 20 2B 5747 | HA1E7& | 3018 | 30719  DCHT+CT  CT 7 ©.0.0.140

1 SeYBNIS | 41 | 4 20| U4 52305 | 20243 NR NR poHT+IC  1C 5 ®

7 sl | s | 40 | e 2 36-65 3863 15 16 pantecr cr 10 ©

18 Wang EC2020 | 40 | 40 | 2604 | 2218 NR NR 2004080 | 180060  DCHT+CT  CT 7 Qmd®

1 WagHROM | S | 5 254 2 ¥ | 042:us R NR peHTHCTCr 1 ©.0.0.040

0 Wang§S2010 | 40 | 40 | 2020 1822 4600 %1080 | 4060 %1060 NR NR DCHT+CT  CT 7 @ud®

2 WeYSOIS | 34| 3 0 | 1816 47813 | S0342928 | 252:0% | 247208 DOHT  CT 7 ©.0.0.®

2 XaCGN20 | 47 | 47 | 1532 | 1829 49841692 | 480551724 | 108£047 | 100048 | DCHT+IC  IC 10 ©.0.0.0.0.180
XiongY2020 | 50 | S0 | 319 | 221 7412981 | 4828965 | 371£1¥ | 345£12 | DOHT+CT  CT 5 ©.0.0.:40

XeTU 3| 3 1806 1904 M =78 537 =82 R N DCHT+IC  1C 5 0.0.m0
YangDD0I6 | 41| 41| 2605 204 08252 3536 NR R DeHT+CT Cr u ©.0.0.0
Yaxpows | 36 3 39133 N NR NR N DeHT+CT  Cr 2 ©.0.0. 0

2 zegs | 0w | osm 2165 19- R NR peHTsCT Cr 5 ®

B’ ZhegNwis | 45| 45 24 2 LR | A0 1390 R NR perTsCrcr u 0.0.m0

2 Zoutol | 20 000 1B 570 | 5451319 NR NR peHTsCT u Omi®

30 ZhuMpR | 3| 3 205 2M6 W65 | P05 NR NR DeHT s CT Cr w0 ©.0.0.14®

5 Zaweo7 | S0 | S0 @3 62 76502150 | 7550250 NR N peHT cr u ®

2 Zhglion | 40 | 00 182 1525 6572108 | 401502865 N NR perTsCrcr u ®mie

3 Zovzen | 7?72 3 36 68T | N7 0265012 | 0282009  DCHT+CT  CT 7 ®

Note: T, retment group:C, contolgroup: NR, ot reported: CT,conventional rcatments DCHT, Dacha tang: LC, laparoscopic cholestecomys O clinicalefficay: @ tme fo rsoluion f abdomina pain: © time forreoluton o fever; @ time for whiteblood
Al Soncin o aaiiion i Lea 20 Kecsnd v 0 el of Al iasinoraihonan GRS By bl of Ricctont Antoicaditice CARTS B sotaabil Dt OIS 5 Londls o Micant ity Thessl TIN5 1 Lnciace o aladins aviia®
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Comparison Study ID Adverse event category Experimental group Control group
DCHT + CT VS CT Cai MK2022 Diarrhea 0 (0%) 22%)
I Nausea 2.(2%) 6(6%)
Insomnia 10%) 4 (4%)
Palpitations 1(1%) 3 (3%)
Liu H2021 None [ 0 (0%) | 0(0%)
Xiong Y2021 None [ 0 (0%) 0 (0%)
Zhuang LL2021 None 0 (0%) | 0 (0%)
Hong JX2018 None 0 (0%) 0 (0%)
Yang DD2016 None [ 0 (0%) 0 (0%)
Liao XM2014 None 0 (0%) 0(0%)
‘Wang HR2014 | None [ 0 (0%) | 0 (0%)
Guo AL2012 Gastrointestinal symptom 2(2%) 13 (14%)
DCHT + LC VS LC Chen JT2023 Incision/abdominal infection 1(3%) 4(10%)
Biliary fistula 0 (0%) I 2 (5%)
Bile duct injury 0 (0%) 2 (5%)
Liu WG2021 Liver abscess 1.(3%) 2 (6%)
Incision infection 1(3%) | 4 (12%)
Peritoneal abscess 0 (0%) 2 (6%)
Xu T2017 Incision bleeding/infection and biliary fistula s 12 (36%)
Su YB2016 Incision bleeding/infection and biliary fistula I (12%) 115 cem)
DCHT VS CT Zhu WB2017 Nausea 12%) 3(6%)
Wei Y52016 ' Digsiness and gastrointestinal symptom o (0%) IE (3%)
Skin itching and redness 0 (0%) 1(3%)
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Compound

CcM

Extraction

Ref.

Cl

Extraction

Ref.

1 a-Curcumene v Flowers HDE Kuang et al. (2018), | Flowers HDE Youssef et al.
Liu et al. (2022), (2020)
Youssef et al. (2020)
2 a-Farnesene v Flowers | HDE Kuang et al. (2018)
3 f-Bisabolene v Flowers HDE Kuang et al. (2018)
4 Bisabolol I v Flowers HDE Kuang et al. (2018)
5 N-heptadecane v Flowers HDE Kuang et al. (2018)
6 Nonadecane v Flowers | HDE Kuang et al. (2018)
7 N-pentacosane v Flowers HDE Kuang et al. (2018) | Flowers HDE Youssef et al.
(2020)
8 Camphor v Flowers | HDE Youssef et al. (2020) | Flowers HDE Youssef et al.
(2020)
9 Isoborneol Flowers HDE Youssef et al.
(2020
10 a-Terpinene Flowers HDE Youssef et al.
(2020)
1 Caryophyllene oxide v Flowers HDE Youssef et al. (2020) | Flowers HDE Youssef et al.
(2020)
12 aTerpineol v Flowers | HDE Youssef et al. (2020) | Flowers HDE Youssef et al.
(2020), Shunying
et al. (2005)
13 Cedren-13-ol, 8- v Flowers HDE Youssef et al. (2020) | Flowers HDE Youssef et al.
(2020)
14 7-Eudesmol v Flowers HDE Youssef et al. (2020)
15 Borneol v Flowers HDE Youssef et al. (2020)
16 Chrysanolide A Flowers EE Gu etal. (2013)
17 Chrysanolide B Flowers EE Gu et al. (2013)
18 Chrysanolide C Flowers. EE Gu et al. (2013)
19 «-Cadinol v Flowers HDE Liu et al. (2022),
Youssef et al. (2020)
20 B-Sesquiphellandrene v Flowers HDE Liu et al. (2022)
21 Caryophyllene v Leaves and = HDE Liu et al. (2022)
stems
2 Spathulenol v Flowers HDE Liu et al. (2022)
23 Caryophyllen-5-ol v Flowers | HDE Liu et al. (2022)
24 Junenol v Flowers  HDE Liu et al. (2022)
25 B-Cadinol v Flowers | HDE Liuet al. (2022)
26 Iso-caryophyllene v Fowers | HDE Liu et al. (2022)
27 (E)-p-Farnesene v Flowers | HDE Liu et al. (2022)
28 a-Longipinene v Roots EAE Zhang et al. (2020)
29 a-Pinene v Roots EAE Zhang et al. (2020)
30 -Pinene v Roots EAE Zhang et al. (2020)
31 (E)-p-caryophyllene v Roots EAE Zhang et al. (2020)
32 Silphinene v Roots EAE Zhang et al. (2020)
33 Modephene v Roots EAE Zhang et al. (2020)
34 aIsocomene v Roots EAE Zhang et al. (2020)
35 B-Isocomene v Roots EAE Zhang et al. (2020)
36 B-Copaene v Roots EAE Zhang et al. (2020)
37 a-Fenchene v Roots FAE Zhang et al. (2020)
38 Lupeol v Flowers | NSL of ME Akihisa et al. (2005) | Flowers 70% EE Kang et al. (2013)
39 Faradiol v Flowers | NSL of ME Akihisa et al. (2005)
a0 22a-Methoxyfaradiol v Flowers | NSL of ME Akihisa et al. (2005)
41 Faradiol a-epoxide v Flowers NSL of ME Akihisa et al. (2005)
12 Taraxasterol v Flowers | NSL of ME Akihisa et al. (2005)
43 Arnidiol v Flowers | NSL of ME Akihisa et al. (2005)
44 Maniladiol v Flowers | NSL of ME Akihisa et al. (2005)
45 Longispinogenin v Flowers | NSL of ME Akihisa et al. (2005)
46 a-Amyrin v Flowers | NSL of ME Akihisa et al. (2005)
47 Uvaol v Flowers | NSL of ME Akihisa et al. (2005)
48 3-Epilupeol* v Flowers | NSL of ME Akihisa et al. (2005)
49 Calenduladiol v Flowers | NSL of ME Akihisa et al. (2005)
50 24-Methylenecycloartanol v Flowers | NSL of ME Akihisa et al. (2005)
51 (248)-Cycloartane-3,24,25- v Flowers NSL of ME Akihisa et al. (2005)
triol
52 4,5a-Epoxyhelianol v Flowers | NSL of ME Akihisa et al. (2005)
53 Dammaradienol v Flowers | NSL of ME Akihisa et al. (2005)

54 Apigenin 7-0-B-D-(4"- v Flowers ME Lee et al. (2003)
caffeoyl)glucuronide

55 Linarin v Flowers | 95% EE Liu et al. (2020)

56 Luteolin-7-O-glucoside v Flowers 95% EE; AE Liu et al. (2020), Lee | Flowers 95% EBE Cheng et al. (2005)
etal. (2021), Zhou
etal. (2023)

57 Luteolin v Flowers | 95% EE; AE | Liuetal. (2020), Lii | Flowers, ME; 95% EBE | Cheng etal. (2005),
etal. (2010) leaves, and Yueet al. (2019)

stems

58 Apigenin v Flowers | 95% EE; AE | Liu et al. (2020), Lii
etal. (2010)

59 Acacetin v Flowers | EE Liu et al. (2020)

60 Luteolin-7-O-glucuronide v Flowers | AE Lee etal. (2021)

61 Apigenin-7-O-glucoside v Flowers | AE Lee etal. (2021), Zhou
etal. (2023)

62 Eriodictyol-7-O-glucoside v Flowers AE Zhou et al. (2023)

63 Diosmetin-7-0-glucoside v Flowers AE Zhou et al. (2023)

64 Acacetin-7-rhamnoglucoside Flowers 95% EBE Cheng et al. (2005)

65 Neochlorogenic acid v Flowers 95% EE Liu et al. (2020)
66 Chlorogenic acid % Flowers | 95% EE; AE | Liuetal (2020), Lee | Flowers, ME Yu et al. (2019)
et al. (2021) leaves, and
stems
67 Caffeic acid v Flowers | 95% EE Liu et al. (2020)
68 Isochlorogenic acid C; 34- | v/ Flowers | 95% EE Liu et al. (2020)
Dicaffeoylquinic acid
69 Isochlorogenic acid A; 35- | v/ Flowers | 95% EE; AE | Liu et al. (2020), Lee
Dicaffeoylquinic acid etal. (2021)
70 Isochlorogenic acid B v Flowers | 95% EE Liu et al. (2020)
4,5-Dicaffeoylquinic acid
7 1,3-Dicaffeoylquinic acid; 1,5- | v Flowers | 95% EE; AE | Liu et al. (2020), Lee | Flowers, ME Yueet al. (2019)
Dicaffeoylquinic acid etal. (2021) leaves, and
stems

72 Capric acid v Flowers HDE Kuang et al. (2018)
73 Linoleic acid v Flowers HDE Kuang et al. (2018)
74 A New bisepoxylignan v Flowers | 50% ACE Zeng et al. (2020)
dendranlignan A

75 Polysaccharide CMJA0S2 v Flowers AE Zheng et al. (2015)
76 Polysaccharides v Flowers 95% EE Tao et al. (2018)
77 Polysaccharides v Flowers | 95% EE Tao et al. (2017)
78 Polysaccharides v Flowers | EE Wang et al. (2022)

HDE, Hydro distllation extraction; EE, ethanol extract; EAE, ethyl acetate extract; NSL of ME, NSL fraction of the methanol extract; ME, methanol extract; AE, aqueous extract; EBE, ethanol
sad bstaniol estmact: ACE. scetans extract: ) Sernisyathnsiied foom sompotind higed B3638).
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CM | Xiaoer Ganmao Keli (Cha, Koufuye) Disperse wind and release the exterior, clear heat and detoxify

Qiju Dihuang Wan (Koufuye, Pian) Enrich the kidney and nourish the liver

Xiongju Shangging Wan (Pian, Shuiwan) | Clear heat and release the exterior, relieve pain

Sangju Ganmao Wan (Pian, Heji) Disperse wind and clear heat, diffuse the lung to suppress cough
Qingre Yinhua Tangjiang | Clear heat and detoxiy, diuresis
Tianju Naoan Jizonang Pacify the liver to extinguish wind, activate blood and resolve stasis
Mingmu Shangging Pian Clear heat and disperse wind, improve vision and relieve pain
Shanju Jiangya Pian Pacify the liver to subdue Yang
Fuming Pian Enrich the kidney and nourish the liver, tonify Yin and engender fluid, clear the liver to improve vision
Xiaoer Tuirening Koufuye Release the exterior and clear heat, resolve phlegm to suppress cough, detoxify to soothe the throat
Cl | Yejuhua Shuan | Antbacteral and anti-inflammatory
Xiasangju Keli Clear the liver to improve vision, disperse wind and clear heat, relieve the dampness fixed impediment, detoxify the sore

Biyan Qingdu Keli Clear heat and detoxify, resolve phlegm and dissipate binds
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Macroscopic  CM (e]]

Appearance Conical, inverted conical, flat spherical, irregular spheroidal, disc-shaped  Spheroid

Size | 25220 cm in diameter 025-13 cm in diameter

Surface feature Involucrum composed of 3-4 layers, ovate to oval in shape, herbaceous in | Involucrum composed of 4-5 bracts. The outer bracts are ovate or striate,

texture, colored yellow-green to brown-green. The outer surface is pilose,
while the margin is membranous. The receptacle is hemispherical. Ligulate
flowers are arranged in several layers, female, located peripherally, off-white
in color, tiff and straight with longitudinal folds, and scattered with golden
‘glands. Numerous tubular flowers, which are bisexual and centrally located,
are hidden by the ligulate flowers, appearing yellow with apically 5-dentate
corollas. Achenes are undeveloped and glabrous

Texture Lightweight, with a soft texture and crispness when dry
Smell Fresh

Taste Sweet with a subtle bitterness

colored grayish-green to pale brown, often bearing white hairs, with
membranous margins. The inner bracts are elongated and oval-shaped,
membranous, and have a glabrous outer surface. Residual pedicels are
present at the basc of the involucre. Ligulate flowers range from yellow to
brownish, exhibiting wrinkled and curled morphology. Numerous tubular
flowers are present, characterized by a dark yellow color

Lightweight
Fragrant

Bitter
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Bacteria  MIC (mg/mL)
E. faecalis S. epidermidis S. aureus MRSA JCSC E. coli S. para-typhi 8
102668 102555 3406520 3063 133264 103169
GG G G G G G G
LCR 2875 065 065 065 >100
LCW 356 079 156 156 >100
Lk 625 625 125 s >100
LCH 02 01 01 [ >100
7 Vancomycin  ND. ND 062107 ogx 07 ND
7 Kamamycin  ND. ND ND ) 125

e T R
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Compounds Molecular RT
formula (minutes)
1 Humulene CisHay HS 231 1029%
2 Aciphyllene [ CisHay Gs 241 9.79%
3 Decanoic acid, ethyl ester Ci2H240; fatty acid 224 6.22%
4 (IR,1aR,228,6R 628,7a5)-1,6,6a- Trimethyldecahydro-1,2a- | CisHay sesquiterpene 26 5.84%
‘methanocyclopropa[b]naphthalene
5 | (-)-a Panasinsen [ CisHay sesquiterpene 252 433%
6 2,4-Di-tert-butylphenol CiH,0 phenols 359 3.36%
7 Hexanoic acid, ethyl ester CsHy0; fatty acid | e 218%
8 Guaiol [ CisHa0 G-s 319 2.14%
9 Nonanoic acid, ethyl ester C Hx0, fatty acid 199 211%
10 (2R 8R8a5)-8,8a-Dimethyl-2-(prop-1-en-2-y))-12,3,7,8 8a- CisHaz E-S 264 21%
hexahydronaphthalene
1 Calamenene [ CisHz sesquiterpene- 267 2.06%
Calamenene
2 5,7-dimethyl-undecane Ci3Hag fatty acid 135 1.85%
13 6,7-Dimethyl-1,2,3,5,8,8a-hexahydronaphthalene [ ES 176 163%
14 Dihydro-3-methylene-5-methyl-2-furanone [ CeHsO; ester 266 1.60%
15 Calamenene CsH,,0 ES 256 150%
16 4a,8-Dimethyl-2-(prop-1-en-2-y1)-12,3,4.42,56,7-octahydronaphthalene | Cy5Ha, E-S 232 140%
17 Propanoic acid CH0; fatty acid 20.1 133%
18 42,5-Dimethyl-3-(prop-1-en-2-y1)-12,3,4,42,5,6,7-octahydronaphthalen- | CisHziO E-S 2824 131%
1-ol
19 1,4-Dimethyl-7-(prop-1-en-2-yl)decahydroazulen-4-ol CisHay G 341 130%
20 2-pentyl-Furan CH,,0 115 118%
21 2-((2R4aR 8aS)-4a-Methyl-8-methylenedecahydronaphthalen-2-yl) CisHx0 ES 375 1.10%
acrylaldehyde
2 Pentanoic acid [ CsHy0; fatty acid 251 1.06%
v (-)-Nootkatene | CisHy, E-S 256 1.04%
1 Heptanoic acid, ethyl ester CH,0, fatty acid 145 101%
s Epicubenol [ CisHa0 E-S 321 0.99%
6 Myrtenol [ CioHi0 monoterpene 29 0.98%
27 6,7-Dimethyl-1,2,3,5,8,8-hexahydronaphthalene CiHig 205 0.98%
28 (E)- Calacorene CisHa E-S 284 0.95%
29 delta-Amorphene [ CisHay E-S 251 0.90%
30 delta-Guaiene [ CisHay G 249 0.90%
31 2-methylene-5-(1-methylvinyl)-8-methyl-Bicyclo[5.3.0]decane CisHay Gs 216 0.90%
32 1-Naphthalenol CisH,0 ES 268 0.84%
3 1-Hexanol [ CeH,0 fatty acid 159 0.76%
34 Hexadecane [ CigHay fatty acid 120 075%
35 Decane CioHa fatty acid 50 071%
36 Glaucyl alcohol CisH,0 G 377 0.67%
38 (IR3E7E11R)-1,5,5,8-Tetramethyl-12-oxabicyclo[9.1.0]dodeca-3; [ CisH20 HS 309 0.64%
% | Dodecane [ CiaHag alkane 105 0.62%
40 2-Ethylhexan-1-ol CH,0 fatty acid 188 0.61%
41 Terpineol CioHi0 alcohol 238 0.60%
» (E)-2-Undecene, 3-methyl [ CiaHai0, alcohol 119 0.59%
43 Diethyl butanedioate CeH104 ester 233 0.58%
4 Benzaldehyde CGHO aldehyde 194 058%
45 (IRA4S5R)-Verbenyl, ethyl ether [ CaHy0 fatty acid 156 056%
16 3-methyl-Butanoic acid CiH10; fatty acid 234 055%
47 5-Hexen-2-one CeHi0 ester 86 0.54%
48 Pinocarveol CioHi0 monoterpene 28 0.54%
49 10-epi-gamma-Eudesmol CisHy0 phenolic acids 340 0.54%

T T DL N——
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Components Binding energy (kal:-mol Components nding energy (kal

1 Stigmasterol 859 14 Quercetin -5.18
2 Formononetin 699 15 Gallic acid -5.07
3 beta-Cubebene ~6.96 16 Isorhamnetin -5.04
4 Baicalein 653 17 Perillyl alcohol -5.03
5 Hesperetin -634 18 Eucalyptol -498
6 Citric acid -6.18 19 Salicylic acid -497
7 Naringenin -6.09 20 Nonanoic acid ~450
8 4-Hydroxycinnamic acid -585 21 Benzaldehyde -443
9 Pulegone -581 2 Linoleic acid -442
10 Skullcapflavone I -5.72 2 Eugenol -435
1 beta-Asarone 564 4 Tyrosol -422
12 Luteolin 558 25 Quinic acid -379
13 Medicarpin -553
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inese name

atin name

Medicinal p

Yinchen Artemisia scoparia Waldst. et Kit dry overground parts 15
Huanggin Scutellaria sieversii Bge dry roots 9
Huzhang Polygonum cuspidatum Sicb. et Zuce dry roots and rhizomes 12

Guanghuosiang Pogostemon cablin (Blanco) Benth dry overground parts 9
Shichangpu Acorus tatarinowii Schott dry rhizomes 9
Zhebeimu Fritillaria thunbergii Miq dry bulbs 9
Houpo Magnolia officinalis Rehd. et wils dry barks, root barks, and branch barks 9
Taoren Prunus davidiana (Carr.) Franch dry mature sceds 9
Gancao Glycyrrhiza aspera Pall dry roots 6
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CARDS TX

NLRP3

GAPDH

Primers (5'—3')

F: CATGATTGCCAACACCAGGAATAGC

R: AAACGATAGCGAAGCGGAAGTACC

F: GCTGCGATCAACAGGCGAGAC

R: CCATCCACTCTTCTTCAAGGCTGTC

F: GGTTGTCTCCTGCGACTTCA

R: TGGTCCAGGGTTTCTTACTCC
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No. Components RT (min) /z  Error (ppm, Precursor type OB (¥ Source

] Skullcapflavone 1T 727 375.107 15356 M + HJ+ 69.51 Scutellaria sieversii Bge
2| Baicalein 7.15 271059 3.9696 M + HJ+ 3352 Scutellaria sieversii Bge
3 Formononetin 672 267.067 03181 [M-H]- 69.67 Glycyrrhiza aspera Pall
4 Luteolin 653 285.04 25400 [M-H]- 3616 | Polygonum cuspidatum Sieb. et Zucc; |

Scutellaria sieversi Bges
Prunus davidiana (Carr.) Franch

5 Quercetin 459 303.049 38806 M + H+ 4643 Glycyrrhiza aspera Pall;
Pogostemon cablin (Blanco) Benth.;
Polygonum cuspidatum Sieb. et Zucc;
Artemisia scoparia Waldst. et Kit;
Scutellaria sieversii Bge

6 Gallic acid 083 169.014 25087 [M-H]- 3169 Polygonum cuspidatum Sieb. et Zuce
7 Naringenin 616 271061 02791 [M-H]- 5929 Glycyrrhiza aspera Pall;
Magnolia officinalis Rehd. et wils
8 Quinic acid 115 191056 01256 [M-H]- 55.92 Glycyrrhiza aspera Pall
9 Tyrosol 096 121066 6.1467 [M + H-H;0}+ 3381 Scutellaria sieversii Bge
10 Nonanoic acid 968 158.153 17069 M+ 4051 Scutellaria sieversii Bge.;
Acorus tatarinowii Schott
1 Medicarpin 7.15 271097 08263 [M + H+ 4922 Glycyrrhiza aspera Pall
12 beta-Asarone 734 209.117 05930 M + Hl+ 3561 Acorus tatarinowii Schott
13 Pulegone 416 153.127 00948 [M + HJ+ 5160 Pogostemon cablin (Blanco) Benth.;
Scutellaria sieversii Bge
14 Salicylic acid 850 137.025 49334 [M-H]- 3213 Artemisia scoparia Waldst. et Kit
15 Linoleic acid 1020 263.236 107660 [M + H-H,0}+ 4190 Magnolia officinalis Rehd. et wils;

Scutellaria sieversii Bge.;
Prunus davidiana (Carr.) Franch

16 Eucalyptol 0.80 154.134 12.3269 M)+ 3973 ‘Magnolia officinalis Rehd. et wils.;
Scutellaria sieversii Bge

17 Eugenol 7.09 165.091 00146 M + HJ+ 5624 Pogastemon cablin (Blanco) Benth.
Magnolia officinalis Rehd. et wil

Scutellaria sieversii Bge.;

Acorus tatarinowii Schott;
Artemisia scoparia Waldst. et Kit

18 Benzaldehyde 380 107.049 00010 M + HJ+ 3263 Pogostemon cablin (Blanco) Benth.;
Acorus tatarinowii Schott
19 | 4-Hydroxycinnamic acid 130 16404 15158 (M-H]- 4329 Scutellaria sieversii Bge.;
Acorus tatarinowii Schott
20 beta-Cubebene 1040 205.19 35790 [M + Hl+ 3281 Acorus tatarinowii Schott
\
21 Stigmasterol 1062 395.366 5.5645 [M + H-H,0]+ 4383 Scutellaria sieversii Bge
2 Perillyl alcohol 750 135.117 22203 [M + H-H,0}+ 4624 Pogostemon cablin (Blanco) Benth
23 Isorhamnetin 455 317.066 00610 M + H+ 49.60 Glycyrrhiza aspera Pall;
Artemisia scoparia Waldst. et Kit
2 Hesperetin 650 302075 25420 M) 7031 Magnolia officinalis Rehd. et wils
2 Citric acid 186 19102 19684 [M-HJ- 5622 | Polygonum cuspidatum Sieb. et Zucc;

Fritillaria thunbergii Miq
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AIM2
ALRs
AZM
BSL-2
CAP
CARDS TX
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DAMPs
FBS
GSDMD
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[EN-y
IL-1p
IL-18
IL1R
LV

MP
MPP
NLRs
OB

oD
PAMPs
PCC
PRRs
qPCR
SEM
TCM
TIC
TNF-a
TSA

WB

YQQFG

ADP-ribosyltransterase

absent in melanoma 2

AIM2-like receptors

azithromycin

biosafety level-2

community-acquired pneumonia
community-acquired respiratory distress syndrome toxin
color change units
damage-associated molecular patterns
fetal bovine serum

gasdermin D

gasdermin D-N-terminal fragment
interferon-y

interleukin-1

interleukin-18

IL-1 receptor

lentiviral

Mycoplasma pneumoniae
Mycoplasma pneumoniae pneumonia
NOD-like receptors

oral bicavailability

optical density

pathogen-associated molecular patterns
Pearson’s correlation coefficient
pattern recognition receptors
quantitative real-time PCR

scanning electron microscope
traditional Chinese medicine

total ion chromatogram

tumor necrosis factor-a

tyramide signal amplification
western blot

Yingin Qingfei granules
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(lung wet weight/body weight) x 100%
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Intervention

§1,40 ml. od + CT

51,60 mL gd + CT

$1.40 mil. gd + CT

$1.60 mil. gd + CT

S160 mi, gd + CT

S1,60 mL, g+ +CT

S1,40 mL gd + CT

51,05 mUkg 1 mikg qd + CT

S1,60 mL gd + CT

§1,40 mil. gd + CT

51,60 mL gd + CT

Fructose 16 diphosphate, 0.25 g/kg,
qd + 51,50 ml, qd + CT

$1.60 mL. gd + CT

$1.30 ml, qd + CT

S1,5-20 mL, qd + CT

S1,1-15 mikg, gd + CT

S1.5-20 mil, qd + CT

51,20 ml, gd + CT

cr

cr

T + Fructose
16 diphosphate, 025 gk, qd

cr

cr

Duration

2 weeks

2weeks

2 weeks

30 days

2weeks

15 days

15 days

15 days

30 days

20 days

20 days

2 weeks

weeks

21 days

30 days

28 days

30 days

3 weeks

CT drugs

Outcomes

Antiviral, nourshing myoc 00
polarizing liguid
Antis vitamin C tablets, 00000
polaisng liguid, Coenzyme
QU capsues, ani arehythenia
Antiviral, immunity, nutiion, o0
myocardium, anti-arhythmia,
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Nourishing myocardium (coenzyme  @OOODOD
QUO, polarcing liquid,inosne),
antivial, immune regulation,
dexamethasone sodium phosphate
Trmetazidine, Lcaritine 00
Antiviral antbcteral agen, 00
eytochrome C, nutiional
cardiometabolic drug, cratne
phosphate sodium inection
Myocardial nuteiton drugs,ctc: ©
Riboside,vitamin C,energy mixture, 000
conzyme QI0,antarthythmic drug,
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Cocnzyme A, denosine diphosphate ®
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- 0000
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eytochrome C, antivirl therapy
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eytochrome .
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Disease categol ur ICF

Injury, poisoning (snake bite, insect bite/spider, animal bite/rabies) and certain other consequences of external cause 12 44 074
Diseases of the skin and subcutaneous tissue (hair loss, dandruff, eczema, boils, itching, ringworm, wound) 21 98 079
Diseases of the reproductive and genitourinary system (urination difficulty, delayed menstruation, erectile problem, syphilis and 8 33 078
gonorrhea)
Gastrointestinal disorders (constipation, diarrhea, stomachache, toothache, indigestion, abdominal pain) 27 157 0.83
Musculoskeletal diseases and nervous disorders (arthritis, rheumatism, epilepsy) 8 2 0.6
Psychospritual diseases 6 21 075
*Respiratory ailments (TB, pneuonia, asthma) and tonsiltis e 43 0.69
Sensory organs diseases (eye/ear diseases) s 6 )
 nfectous and parasitic discases (jaundice, hepatitis, ascariasis, tapeworm) 7 82 om0
Malaria, discomfort, fever/body pain/headache and sudden sickness 16 7 078
Diseases of the circulatory system (Hemorrhoids and body swellings, Anemia, blood pressure) 7 18 0.64
Neoplasms (tumor, breast cancer, skin cancer) 6 66 076
Endocrine and metabolic diseases (diabetes,) 3 9 0.6

Key: ny,: number of use citations in each
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isease category ne

Bacterial infection (anthrax, pasterollosis, black leg and mastitis) 6 27 0.80
Viral diseases (rabies, African horse sickness) 4 a 085
Pain (eye pain) 2 s 087
Gastrointestinal disorders (bloat, diarthea, stomachache) 10 50 0.88
* Respiratory disease (pneumonia, Bovine TB) 3 9 075
Reproductive and urinary tract infection (retained placenta, urinating difficulty) 3 17 087
*Parasitc and protozoa causes (ticks, lice leech and babesiosis, epizootic lymphangitis) 5 18 076
Skin diseases (dermatological, external injuries, wound, abscess and lumpy skin disease, swelling and tumor, & fungal diseases) 14 130 089
Evil eye 3 1 0.80

Key: n,: number of use citations in each
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Study kebele i Sampled villages No. of sampled informants

THs Total

1 Argada Shaldo 1701-2000 m.as Koromi 21 3 2
Argada I o 2

2 Sanbaro Rogicha 1600-1981 m.as Rogicha o 2 2
Degaga a 3 2

B Buku Waldaa 1500-1550 m.as | Alembadaa 21 s 2
Kimphe T 2 »

4 Dawe 1501-1600 m.as Langano 21 2 2
Bishangaari I 3 21

Grand total 185

Note: Gls. General informants: THs. Traditional Healers. m.a. sea level.
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Medicinal plants used for treatments of diarrhea Informants designated A to J

Withania somnifera (L) Dunal 3 (3 |3 |4 |4 |5 |4 [2 |5 |3 |2 7
Allophylus abyssinicus Hochst. ex Benth PO P P P O O P O 6
Vepris nobilis (Delile) Mziray 1|2 |2 |3 |2 |2 |2 |1 |3 |3 |2 10
Ziziphus spina-christi (L) Desf PR R P P O P P PO PO P P 9
Ximenia americana L 5 s |3 |4 |3 |4 |5 |4 |5 B a 2
Bersama abyssinica Fresen s a3 a4 a4 a4 s 4w 4
Syzygium guineense (willd.) DC. 4 |s 3 (s |5 |3 |4 |5 |s |4 s 1
Gymnanthemum amygdalinum (Del.) Sch.Bip. ex Walp s s 4 |s s a4 a2 35w 3
Combretum pisoniiflorum (Klotzsch) Engl 3 (2 |2 [3 |3 |4 |3 [3 |3 |3 |2 8
Prunus africana (Hook.f) Kalkman 4 |3 |4 |5 |5 |4 |4 |3 |2 [4 |38 5
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Medicinal plants used for the treatment of livestock skin diseases

Acokanthera schimperi (A.DC) Schweinf

Informants designated A to J

A (B '€ (D | E

25

Buddlcja polystachya Fresen
Brucea antidysenterica JF. Mill
Dodonaea viscosa subsp. angustifolia (L£) .G West

Prunus africana (Hook.f) Kalkman

32

34

46

43

Maesa lanceolata Forssk

Calpurnia aurea (Aiton) Benth

40

44

Croton macrostachyus Hochst

Rhoicissus tridentata (L.f) Wild & Drummond

F G H
312 |4
2733
2 |4 |4
515 |5
5|5 |4
5|8 |3
4|5 |5
2|3 |3

30

27
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Number of

formants

Mean no of me

inal plants reported

p-value

Shows:ciiant dibuince hetwie s vl Sovdne- <0k

Profession Traditional healers 20 7.1 0.0001*
General informants 165 32

Gender 145 59 o003
40 31

Ages 36 21 0.0001*
149 5

Educational level Tlliterate 12 312 0.007*
73 15
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Me al plants isease type NP N EIS

1 Dombeya torrida (J.F. Gmel.) Bamps Snake poison 57 57 100 1 100
3 Artemisia absinthium L Tuberculosis 47 47 100 1 100
3 Balanites aegyptiaca (L.) DelDC. Liver disorder 46 46 100 1 100
4 | Combretum pisoniiflorum (Klotzsch) Engl Stomachache 40 w0 100 1 100
5 Celtis africana Burm. f Tuberculosis 38 38 100 1 100
6 Ocimun gratissimum L Febrile illness 36 36 100 1 100
7 Lagenaria sp Liver disorder 32 32 100 1 100
8 | Acokanthera schimperi (A.DC). Schweinf Malaria o & o8 K 968
9 Phytolacca dodecandra L ‘Herit | Rabies 49 51 9 1 9

10 Syzygium guineense (willd.)DC Stomach ache 52 56 928 1 928

Note: FL, fidelity level; RPL, reltive popularity level; ROP , rank order priority; Np = number of informants who independently cited the importance of a species for treatinga particular disease;
= el svemnbir of Slinsunts vl cepveted o plsit Soe stk given: Aaiias.





