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Clinical Experience of Hulisan Used in Rheumatology

Binlong WU, Guoqing ZHAO "
Wuxi Traditional Chinese Medicine Hospital, Wuxi 214000, China

Abstract Hulisan is a commonly used medicine in rheumatism clinical practice. The clinical experience of Chief Chinese Medicine Specialist

Zhou Lamei using Hulisan to treat rheumatoid arthritis, osteoarthritis, ankylosing spondylitis, and gout is discussed, to provide a basis for the

clinical promotion of Hulisan in the Department of Rheumatology.
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1 Introduction

Hulisan is composed of Aconiti Kusnezoffii Radix, Notoginseng
Radix, Radix Cynanchi Wallichii, and Radix Ginseng. The taste
is pungent and warm, with the effects of expelling wind and damp-
ness, relaxing muscles and activating collaterals, promoting blood
stasis, and reducing swelling and pain. It is mainly used for rheu-
matism and numbness, muscle and bone pain, injuries caused by
falls, trauma and bleeding, and is taken orally with boiled water
or warm wine. In 1995, Hulisan was contained in Volume 10 of
the Drug Standards of the Ministry of Health: Traditional Chinese
Medicine Formulas by the Ministry of Health. Hulisan is a com-
monly used medicine in the clinical practice of rheumatism. In
this paper, the experience of Chief Chinese Medicine Specialist
Zhou Lamei in the use of Hulisan in clinical rheumatism, such as
rheumatoid arthritis, osteoarthritis, ankylosing spondylitis, and

gout is discussed.

2 Application in clinical rheumatism
2.1 Rheumatoid arthritis

thritis appears on the basis of swelling and pain in small and mul-

In clinical practice, rheumatoid ar-

tiple joints, and acute attacks on rainy days, in seasonal changes,
and after catching a cold in summer, with obvious shoulder joint
pain and nighttime symptoms. The tongue is light purple, and the
coating is thin and greasy. In response to this disease, Director
Zhou Lamei combined short-term use of Hulisan, which has shown
good therapeutic effects. In Hulisan, Aconiti Kusnezoffii Radix is
spicy and hot, and could dispel wind and dampness, warm men-
struation, and relieve pain, which is the principal drug. Notogin-
seng Radix could relieve swelling and pain, and nourish blood and
qi, which is the ministerial drug. Radix Cynanchi Wallichii could
tonify kidney, strengthen waist, muscle and bone, and detoxify.
Radix Ginseng is also known as "indigenous ginseng" , which is

an adjuvant for strengthening the spleen and stomach, supplemen-
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ting lung qi, and promoting qi and blood circulation. It is consist-
ent with the main causes and pathogenesis of rtheumatoid arthritis,
including cold and dampness feeling, prolonged illness leading to
deficiency, and prolonged illness leading to blood stasis.

Zhao Yi et al. "' explored the action mechanism of Hulisan in
treating RA using network pharmacology methods, and found that
there are 8 main chemical components in Aconiti Kusnezoffii Ra-
dix, 22 main chemical components in Radix Ginseng, and 8 main
chemical components in Notoginseng Radix. A total of 34 active
ingredients and 530 drug target proteins were obtained. Using the
GeneCards database, 1 071 RA related genes and 44 common tar-
gets for drugs and RA were obtained. Based on the STRING 11.0
database, protein interaction information was obtained, and the
top 30 key therapeutic targets of Hulisan capsules for RA were
mainly VEGFA, 1L-6, EGFR, MAPK8, CASP3, etc. KEGG
pathway enrichment analysis identified 100 related signaling path-
ways, including IL-17 signaling pathway, AGE-RAGE signaling
pathway, Th17 cell differentiation signaling pathway, TNF signa-
ling pathway, etc.

2.2 Osteoarthritis Osteoarthritis is the disease with the high-
est incidence rate in the department of rheumatism. About 300
million people nationwide are infected with the disease, which is
related to joint overuse, aging and degeneration, genetics, occu-
pation, and obesity. The most common affected areas are the knee
joint, finger joint, and shoulder joint. When clinical knee osteoar-
thritis occurs, knee joint pains. When moving up and down stairs,
climbing mountains, running, etc. , the local area becomes cool,
and it worsens during cloudy and rainy days, climate changes, and
seasonal changes. The tongue is light red or tender, and the coat-
ing is thin, white, or greasy, and the pulse string is thin. The
effect of using non-steroidal anti-inflammatory and analgesic drugs
or glucosamine is not ideal. The pain in the finger joints is obvi-
ous, with a sense of soreness. When encountering cold water, the
symptoms worsen, and the grip, pinch, pull, and thrust of the fin-
gers decrease. The use of non steroidal anti-inflammatory and an-
algesic drugs has no significant effect. The tongue is light purple,
and the coating is thin and white, and the pulse strings are thin.
The local cold sensation in the shoulder joint is obvious, and the

nocturnal pain is obvious, which affects sleep at night. The lifting
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and stretching activities are affected, and the symptoms are re-
lieved during the daytime. The use of non-steroidal anti-inflamma-
tory and analgesic drugs has no significant effect. The tongue is
pale, and the coating is thin and white, and the pulse is stringy.
In response to this disease, Director Zhou Lamei added Hulisan,
which significantly reduced the patient’s pain level.

Si Zijie et al. ' selected 71 patients with knee OA , 36 in the
observation group (treated with Imrecoxib) and 35 in the control
group (Imrecoxib combined with Hulisan capsules). After 4 and 8
weeks of treatment, the total effective rate of the observation group
was higher than that of the control group, and the VAS scores of
both groups were lower than that before treatment, and the obser-
vation group was better than the control group. Fu Minrui et al. "’
systematically evaluated the effectiveness and safety of Hulisan in
treating knee osteoarthritis. A total of 12 RCTs were included,
with a sample size of 1 703 cases, including 1 075 cases in the ex-
perimental group and 628 cases in the control group. Meta analysis
results showed that the use of Hulisan capsules/Hulisan capsules
+ conventional Western medicine treatment can improve the symp-
tom relief rate, Lysholm score, knee joint function score, and
VAS score of patients with knee osteoarthritis, and also alleviate
symptoms such as knee joint pain, swelling, and movement limita-
tions. The pathogenesis of osteoarthritis is deficiency in origin and
excess in superficislity. The original deficiency is liver and kidney
deficiency, while the excess in superficiality is blood stasis and
wind cold dampness. In the Internal Canon of Medicine, it is stat-
ed that illness begins with overuse, and overuse leads to illness.
For osteoarthritis, excessive use of joints can lead to deficiency of
vital energy, while deficiency of vital energy is mainly due to ex-
cessive use and the accumulation of pathogenic factors, resulting
in deficiency of vital energy. The main reason for the increased
effect of adding Hulisan is that it can tonify deficiency and remove
stasis, treat both manifestation and root cause of disease, and
adapt to the pathogenesis of osteoarthritis based on deficiency and
excess. According to modern medical research on the pharmacolo-
gy of Hulisan, it has analgesic, anti-inflammatory, circulatory im-
provement, and humoral immune enhancement effects.

2.3 Spinal arthritis/ankylosing spondylitis It is more com-
mon in males aged 16 —30 years old, mainly characterized by in-
flammatory lower back pain, which is evident at night and affects
sleep. For patients who suffer from cold in winter and spring, air
conditioning and electric fans in summer, cloudy and rainy days,
and seasonal changes with regular medication, the symptoms of
lower back pain worsen. Patients are afraid of cold, with a pale
purple tongue, white and greasy fur, and stringy pulse. In re-
sponse to this disease, Director Zhou Lamei combined the use of
Hulisan, which has achieved good therapeutic effects. In the dif-
ferentiation of advantageous diseases in traditional Chinese medi-
cine, blood stasis obstructs the collaterals, which accounts for a
considerable proportion. The main causes and pathogenesis are
blood stasis obstruction, kidney deficiency and Du cold. The

treatment mainly focuses on promoting blood circulation, resolving

blood stasis and pain, and tonifying the kidney, strengthening the
Du and dispersing cold. In Hulisan, Notoginseng Radix could pro-
mote blood circulation and resolve stasis, reduce swelling and
pain, supplement blood and qi; Radix Cynanchi Wallichii could
tonify the kidney, strengthen the waist, tendons and bones, main-
ly treating kidney deficiency, low back pain, and weakness of the
feet and knees; Radix Ginseng could replenish qi and activate
blood. Therefore, the combination of non-steroidal anti-inflamma-
tory and analgesic drugs can achieve good therapeutic effects in
the treatment of spinal arthritis/ankylosing spondylitis.

2.4 Gouty arthritis

cidence of hyperuricemia in men is about 3% - 18% , and gout

Gout is based on hyperuricemia. The in-

occurs in 5% —6% of hyperuricemia. The key to a gout attack is
the fluctuation of uric acid and the deposition of urate crystals. Di-
rector Zhou Lamei believes that a considerable proportion of acute
gout attacks are caused by dampness, such as a decrease in tem-
perature in the second half of the night, cooling after using air
conditioning, and being caught in rain. The tongue is light red,
and the fur is white and greasy, and the pulse is tight. Cold and
blood stasis is also common, and these patients are the indications
for Hulisan. Some gout patients have low inflammatory indicators
during long-term recurrent episodes, and the use of non steroidal
anti-inflammatory and analgesic drugs for pain relief is not ideal.
On the basis of syndrome differentiation, the combination of Hu-
lisan can achieve good therapeutic effects, and has a synergistic

effect with non steroidal anti-inflammatory and analgesic drugs.

3 Conclusions

Currently, non steroidal anti-inflammatory and analgesic drugs are
the most commonly used drugs for the treatment of rheumatoid ar-
thritis, osteoarthritis, spinal arthritis, and gout, with some pa-
Clinical

studies have shown that'*' Hulisan can reduce the inflammatory re-

tients experiencing unsatisfactory therapeutic effects.

sponse of patients, thereby improving symptoms such as pain and
joint stiffness. Mao Kunjun et al. ' determined 7 nucleosides
(cytidine, uridine, adenosine, 2-deoxyuridine, guanosine, 2-de-
oxyguanosine, thymidine) and 3 bases (adenine, hypoxanthine,
xanthine) in Hulisan. Adenosine has anti-inflammatory, analge-
sic, and anticoagulant effects. Hulisan mainly targets the patho-
genesis of deficiency in origin and excess in superficislity. Origin
deficiency is mainly liver and kidney deficiency, spleen and stom-
ach weakness, while excess in superficislity is mainly cold damp-
ness and blood stasis. Combined with non steroidal anti-inflamma-
tory and analgesic drugs, Hulisan has good therapeutic effects.
Hulisan has anti-inflammatory, analgesic, and microcirculation
improving effects, and is worthy of clinical promotion and use in

the rheumatology.
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conclusions.

4.2 Conclusions The iMRI revealed a remnant that required
further resection, which was deemed safe and feasible based on our
findings. Our systematic review and meta-analysis suggested that
iMR images have a favorable discriminative capacity in diagnosing
residual tumors in high-grade glioma. Surgeons should exercise
caution when considering the implications of iMRI and choosing
between 1.5 Tesla and 3. 0 Tesla devices for medically fit patients.

References

[1] SIEGEL R, NAISHADHAM D, JEMAL A. Cancer statistics, 2013[J].
A Cancer Journal for Clinicians, 2013, 63(1); 11 -30.

[2] VECHT CJ, AVEZAAT CJ, VAN PUTTEN WL, et al. The influence of
the extent of surgery on the neurological function and survival in malignant
glioma. A retrospective analysis in 243 patients[ J]. Journal of Neurol,
Neurosurg and Psychiatry, 1990, 53(6) ; 466 —471.

[3] ALMEIDA JP, CHAICHANA KL, RINCON-TORROELLA J, et al. The
value of extent of resection of glioblastomas: Clinical evidence and current

approach[ J ]. Current Neurology and Neuroscience Reports, 2015, 15
(2).517.
[4] CHAICHANA KL, CABRERA-ALDANA EE, JUSUE-TORRES I, et al.

When gross total resection of a glioblastoma is possible, how much resec-
tion should be achieved[ J]. World Neurosurg, 2014, 82(1 -2) ; €257 -
205.
[5] KLADNY B, GLUCKERT K, SWOBODA B, et al. Comparison of low-
field (0.2 Tesla) and high-field (1.5 Tesla) magnetic resonance imaging
of the knee joint[ J]. Archives of Orthopaedic and Trauma Surgery, 1995,
114(5) : 281 —-286.
MARTIN A J, HALL W A, LIU H, et al. Brain tumor resection: Intraop-
erative monitoring with high-field-strength MR imaging-initial results[J].
Radiology, 2000, 215(1) . 221 -228.
[7] HALL WA, MARTIN AJ, LIU HY, et al. Brain biopsy using high-field
strength interventional magnetic resonance imaging [ J].
1999, 44(4) : 807 -813.
LIBERATI A, ALTMAN D G, TETZLAFF J, et al. The PRISMA state-

ment for reporting systematic reviews and meta-analyses of studies that

(6

—

Neurosurgery ,

(8

[

evaluate health care interventions; explanation and elaboration[ J]. An-

nals of Internal Medicine, 2009, 151(4) : W65 —94.

WHITING PF, RUTJES AW, WESTWOOD ME, et al. QUADAS-2: A

revised tool for the quality assessment of diagnostic accuracy studies[J ].

Annals of Internal Medicine, 2011, 155(8) ; 529 —536.

[10] REITSMA JB, GLAS AS, RUTJES AW, et al. Bivariate analysis of sen-
sitivity and specificity produces informative summary measures in diag-
nostic reviews [ J . Journal of Clinical Epidemiology, 2005, 58 (10) .
982 -990.

[11] TIERNEY JF, STEWART LA, GHERSI D, et al. Practical methods for
incorporating summary time-to-event data into meta-analysis[ J]. Trials,

2007(8) : 16.

9

s

[12] HIGGINS JP, THOMPSON SG. Quantifying heterogeneity in a meta-
analysis[ J]. Statistics in Medicine, 2002, 21(11); 1539 —1558.

[13] FAMILIARI P, FRATI A, PESCE A, et al. Real impact of intraopera-
tive magnetic resonance imaging in newly diagnosed glioblastoma multi-
forme resection: An observational analytic cohort study from a single sur-
geon experience[ J]. World Neurosurg, 2018 (116) : €9 —el7.
MARONGIU A, D’ANDREA G, RACO A. 1.5-T Field intraoperative
magnetic resonance imaging improves extent of resection and survival in
glioblastoma removal[ J]. World Neurosurgery, 2017(98) ; 578 —586.
CHEN LF, YANG Y, MA XD, et al. Optimizing the extent of resection

and minimizing the morbidity in insular high-grade glioma surgery by

14

[

[15

[

high-field intraoperative MRI guidance [ J ]. Turkish Neurosurgery,
2017, 27(5) : 696 -706.
[16] RODER C, BISDAS S, EBNER FH, et al. Maximizing the extent of re-
section and survival benefit of patients in glioblastoma surgery; High-
field iMRI versus conventional and 5-ALA-assisted surgery[J]. Europe-
an Journal of Surgical Oncology, 2014, 40(3) . 297 - 304.
NAPOLITANO M, VAZ G, LAWSON T M, et al. Glioblastoma surgery
with and without intraoperative MRI at 3.0T[J]. Neurochirurgie, 2014,
60(4) . 143 -150.
[18] MEHDORN HM, SCHWARTZ F, DAWIRS S, et al. High-field ioMRI
in glioblastoma surgery: Improvement of resection radicality and survival
for the patient[ J]. Intraoperative Imaging, 2011(109) ; 103 -106.
[19] ELJAMEL MS, MAHBOOB SO. The effectiveness and cost-effectiveness
of intraoperative imaging in high-grade glioma resection; A comparative

(17

[

review of intraoperative ALA, fluorescein, ultrasound and MRI[ J].
Photodiagnosis and Photodynamic Therapy, 2016(16) ; 35 —43.

[20] JENKINSON MD, BARONE DG, BRYANT A, et al. Intraoperative im-
aging technology to maximise extent of resection for glioma[ J]. Cochrane
Database of Systematic Reviews, 2018(1) ; Cd012788.

[21] PESSINA F, NAVARRIA P, COZZI L, et al. Maximize surgical resec-

tion beyond contrast-enhancing boundaries in newly diagnosed glioblasto-

ma multiforme; is it useful and safe? A single institution retrospective ex-

perience[ J]. Journal of Neuro-Oncology, 2017, 135(1) : 129 —139.

Li XZ, Li YB, Cao Y, et al. Prognostic implications of resection extent

[22

[

for patients with glioblastoma multiforme ; a meta-analysis[ J]. Journal of
Neurosurgical Sciences, 2017, 61(6) : 631 -639.

PESSINA F, NAVARRIA P, COZZI L, et al. Role of surgical resection
in recurrent glioblastoma: prognostic factors and outcome evaluation in an

Journal of Neuro-Oncology, 2017, 131 (2):

[23

[

observational study [ J].
377 -384.

RAHMAN M, ABBATEMATTEO J, DE LEO EK, et al. The effects of
new or worsened postoperative neurological deficits on survival of patients
with glioblastoma[ J]. Journal of Neurosurgery, 2017, 127(1); 123 -
131.

YORDANOVA Y N, MORITZ-GASSER S, DUFFAU H. Awake surgery

for WHO grade II gliomas within " noneloquent" areas in the left domi-

[24

[

[25

[

nant hemisphere: Toward a " supratotal" resection-Clinical article[ ] ].
Journal of Neurosurgery, 2011, 115(2) . 232 -239.

0@00#00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00S00400S00400400S00S00400S00S00400S00S00S00S00S00S00S00S0

(From page 85)

[2] SIZJ, LOU ZW, DING W. Clinical study of Hulisan capsule combined
with Irecoxib in the treatment of knee osteoarthritis [ J]. Contemporary
Medicine, 2022, 18(28): 161 —163. (in Chinese).

[3] FUMR, HE LF, LU J, et al. Meta-analysis of efficacy and safety of Hu-
lisan Capsules in treatment of knee osteoarthritis[ J]. China Journal of

Chinese Materia Medica, 2022(19) ; 5365 —5374. (in Chinese).

[4] SHEN ZL, LI S, XIE QK. In vitro overdraft and absorption test of ma-
trine in Tripterygium wilfordii cataplasm[ J]. Chinese Traditional Patent
Medicine, 2000, 22(11): 700. (in Chinese).

[5] MAO KJ, LI FQ, BAI GG, et al. Simultaneous determination of ten nu-
cleoside and nucleobase components in Hulisan tablets by HPLC[]].
Chinese Journal of Pharmaceutical Analysis, 2014, 34 (11): 1959 -
1963. (in Chinese).



