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Received: May 26, 2022 Objectives: To perform a systematic review of placenta pharmacopuncture for treating neuropsychi-

Revised: June 16, 2022 atric diseases, focusing on its efficacy and the safety so that evidence on its clinical use could be ob-
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tained, thus contributing to further studies.
Methods: Through Korean, English, and Chinese databases (OASIS, Korean TK, KISS, RISS, ScienceON,
Pubmed, Cochrane, EMBASE, CINAHL, AMED, CNKI, and Wanfang), combinations of keywords (placenta,
pharmacopuncture, etc.) were used to select clinical studies published until January 2021 about pla-
centa pharmacopuncture for neuropsychiatric diseases. Interventions included combined treatments.
Study design included cases studies, series, and clinical trials. Cohort studies, literature reviews, in vitro
and animal experiments were excluded. The primary outcomes involved measurements of symptoms,
Visual Analogue Scale, or questionnaires. Data extracted from databases were imported to Endnote X7
to remove duplicates. The quality of the literature was assessed based on CAse REports Guidelines and
Cochrane's Risk of Bias (ROB).
Results: Twenty-one studies were selected, including ten case reports, three case series, two one-
armed clinical trials, one non-randomized clinical trial, and five randomized clinical trials. There were
six studies on sleep disorders, five studies on stroke sequela, two on mood disorders, two on enuresis,
two on Guillain-Barré syndrome, two on multiple sclerosis, one on neurocognitive disorder, and one
on vertigo. The most frequent combined treatment was acupuncture in both the experimental group
(n=10) and the control group (n=3). Acupoints were ST36, SP6, BL23, CvV4, GB20, GV20, N-HN54, and
so on. All studies reported improvement of symptoms. The quality of case studies was relatively high.
Assessment of ROBs resulted in low risks.

g?/:?gp\;)vgiezigto Conclusions: Placenta pharmacopuncture is effective for neuropsychiatric diseases such as sleep dis-
Department of Korean orders, mood disorders, enuresis, and neurocognitive disorders. Regarding insomnia, several studies
Neuropsychiatry, College of Korean have reported significant improvements with placenta pharmacopuncture. There was no adverse

Medicine, Wonkwang University, 460 event associated with placenta pharmacopuncture.
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Category No. Diseases (n)

Internal diseases 58 Asthma (10), male infertility (5), diabetes (5), bronchitis (4), facial spasm (4), cancer (4),
semen leakage (3), hepatitis (2), dyspepsia (2), hypothyroidism (1), xerostomia (1), head injury (1),
hiccup (1), complex gastrointestinal disorder* (1), fever of unknown origin (1), anemia (1), dysuria (1),
renal failure (1), urinary tract infection (1), GERD (1), gastritis (1), gastroptosis (1), carbon monoxide
intoxication (1), polycythemia (1), prostatitis (1), pneumonia (1), fatigue (1), cough (1)

Musculoskeletal diseases 35 Isolated paralysis (3), gonarthritis (3), HIVD (2), neck pain (1), fracture (1), supraspinatus tendinitis (1),
pain (1), cauda equina syndrome (1), trigger finger (2), fiboromyalgia syndrome (1), temporomandibular
joint disease (1), facial paralysis (11), lumbar and sacral pain (1), ankle joint sprain (1), spinal sprain (1),
stenosis (1), spondylosis (1), transverse myelitis (1), CRPS (1)

Gynecological diseases 33 Infertility (8), PID (8), dysmenorrhea (4), postpartum disease (3), leukoplakia vulvae (3), perimenopause (1),
coldness (1), vaginal discharge (1), emesis gravidarum (1), adnexa inflammation (1), LUFS (1), PCOS (1)

Dermatologic diseases 17 Cnidosis (4), melasma (2), acne (2), alopecia (2), psoriasis (1), herpes zoster (1), melanocytic nevus (1),
leukoplakia (1), eczema (1), condylomata acuminata (1), herpes (1)

Psychiatric diseases 11 Sleep disorder (6), enuresis (2), depression (1), dementia (1), hwa-byung (1)

Neurologic diseases 10 Stroke (5), Guillain-Barré syndrome (2), multiple sclerosis (2), dizziness (1)

Opthalmological and 8 oculomotor nerve paralysis (2), rhinitis (2), myopia (1), hearing loss (1), tinnitus (1), internuclear

otorhinolaryngology diseases ophthalmoplegia (1)
Pediatric diseases 4 pediatric asthma (2), cerebral palsy (1), adult-onset Still's disease (1)
Others 5 Pharmacopuncture side effect (5)

NP: neuropsychiatry, GERD: gastroesophageal reflux disease, HIVD: herniation of intervertebral disc, LUFS: luteinized unruptured follicle syndrome, PCOS: polycystic
ovarian syndrome, PID: pelvic inflammatory disease, CRPS: complex regional pain syndrome.
*This study included 293 gastritis, 206 gastric ulcer, 270 duodenal ulcer, 68 gastroptosis, 6 gastric cancer, and 20 unspecified abdominal pain cases.
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Records identified through Records identified through
domestic database searching international database searching
(n=460) (n=294)
- OASIS (n=68) - KoreanTK (n=84) | | - Pubmed (n=11) - Cochrane (n=0)
- KISS (n=42) - RISS (n=135) - EMBASE (n=7) - CINAHL (n=69)
- ScienceON (n=131) - AMED (n=21) - CNKI (n=105)
- Wanfang (n=81)
v v

Records after duplicates removed (n=327)

A 4

Records excluded (n=137)

[ Screening ] [Identification]

»| - Not an article (n=13)
- Ineligible study design (n=113)

- Not HPP (n=11)

Full-text articles excluded,

with reasons (n=169)

> - Not HPP (n=5)
+ HPP subject unknown (n=4)

- Not NP (n=160)

Fig. 1. Flowchart of study selection process.
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HPP: Hominis Placenta Pharmacopuncture, NP: Neuropsychiatric diseases.
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Table 2. The Characteristics and Inclusion/Exclusion Criteria of the Selected Studies

Patient/ Inclusion criteria Cases/sample ,
Study, year . - — - . Intervention
participant(s) Exclusion criteria (if applicable) size (n)
Case Reports & Case Series
Jang etal, Insomnia - A patient who wants to taper off insomnia 1 1. Acupuncture (KI6, BL62, 20 min)
2003% drug treatment 2. Pharmacopuncture (EX-HN15, N-HN54, 1.8 cc,
tapering to 1.0 cc)

3. Oral medication (Zolpidem tartrate 10 mg 2T,
tapering for 1 month)

Ren, Enuresis - Enuresis 20 1. Pharmacopuncture (CV2, CV4, SP6 4cc g3d)
2001% 2. Herbal medicine (Shenqgiwan tid)

Kimetal, Hwa-byung - Hwa-byung (HBDIS) 1 1. Herbal medicine (Palmulgunjatang)
20052 - Climacteric syndrome 2. Acupuncture (G20, CV17, CV12, ST25, L4, LR3, ST36)

3. Pharmacopuncture (GV11, GV10, GV9, CV17, CV15
0.8 cc)

4. Moxibustion (CV12, CV4, qd)

5. Auricular acupuncture (TF4, AH6a, CO10, CO18,
AT4, 5 times)

Leeetal,. Postpartum - Postpartum depression (BDI, EPDS) 1 1. Herbal medicine (samuransintang tid, gamisoyosan
2006 depression HS qd)

2. Acupuncture (GV20, LI4, LI11, PC6, HT7)

3. Pharmacopuncture (CV6, CV4, BL23, GV15, 1cc)

4. Auricular acupuncture (TF4, AH6a, CO10, CO18,
AT4; 6 times)

5. Moxibustion (CV12, CV4; qd)

6. Carbon beam therapy (CV12, KI1; qd)

7.V injection (5% DW 1L, mixed with vit B, vit C, 0
gtt/min, 2 days)

Kimetal, Mild neuro- - Mild neurocognitive disorder (MMSE-DS, 1 1. Pharmacopuncture (GV20, CV12, ST36; 0.6 cc, qw)
2019 cognitive MoCA-K, K-DRS)
disorder
Wang‘as) CVA sequelae - Unknown 1 1. Pharmacopuncture (GB20, 4 cc, eod)
1995
Heoetal, CVAsequela - Multifocal acute infarct, Lt F-T-P area, 1 1. Oral medication (amlodipine 5 mg qd,
2014*  (shoulder MCA territory (Brain MRI) besylate +valsartan 80 mg qd, aspirin 100 mg qd,
pain) acetyl-L-carnitine 500 mg bid, beecom-C bid,
Legalon-140 bid, atorvastatin 20 mg qd)

2. IV injection (vit. B, C, naloxone 2 mg qd, mixed with
N/S or H/S 1 L eod)

3. Herbal medicine ([1] poria, Atractylodis Rhizoma,
cinnamon, Puerariae Radix, ephedra, aconitum,
licorice, Rhei Rhizoma 24 days; [2] Angelicae
Gigantis Radix, poria, Saposhnikovia Radix, Cnidii
Rhizoma, Paeoniae Radix Rubra, Osterici Radix,
Angelicae Pubescentis Radix, Atractylodis Rhizoma,
cinnamon, ephedra 3 days)

4. Acupuncture (GB43, ST36, CV23, LU1, GB21, LI15,
TE14, LI14, LI16, LI11, TE5, EX-UE9, 6 days/week)

5. Pharmacopuncture (GB21, LI15, TE14, 1.5 cc, 6
days/week, 1.5 cc)

Eometal, CVAsequela -Recentinfarction along the right side 1 1. Acupuncture (GV20, GV24, ipsilateral BL1, GB14,

2015 (oculomotor

nerve palsy)

thalamus, right side paramedian mid
brain and upper pons (Brain MRI)

w

o~

BL2, TE23, ST2, SI18, ST7, TE17, GB12, SP1, LR1,

T1010.22, L4, LI1, GB15; 20 min, qd)

Electroacupuncture (GB14, BL2, EX-HN4, TE23, qd)

. Pharmacopuncture (BL2, EX-HN4, TE23, EX-HN5,
0.2 cc, qd)

. Infrared (lower extremities, 20 min)
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Patient/ Inclusion criteria Cases/sample ,
Study, year . - — - . Intervention
participant(s) Exclusion criteria (if applicable) size (n)
Kong, Guillain-Barré - Weakness of the limbs, especially 10 1. Electroacupuncture (LI15, LI14, LI11, LI10, TES, LI4,
2013a®  syndrome  weakness of the lower limbs ST31, 8732, SP10, SP9, GB34, ST36, SP8, etc., 30 min)
- Muscle strength of G2 ~G4 in the limbs 2. Pharmacopuncture (ST36, LI11, 4cc, qd; 3 cases -
- Bilateral symmetry IM 4 cc)
- Flaccid paralysis
- Weakened or disappeared DTR
Kimetal, Guillain-Barré - Guillain-Barré syndrome 1 1. Acupuncture (paralumbar area, gluteus medius,
2015% syndrome GB30, GB31, ST36, BL40, BL56, GB39, LI10, TE5,
SI3, 15 min, bid)

2. Electroacupuncture (gluteus medius, GB30)

3. Pharmacopuncture (paralumbar area, gluteus
medius, GB30, GB31, ST36, BL40, BL56, GB39,
LI10, TE5, bid)

4. Herbal medicine (yongkakkyo-daeyoungtang tid,
youkong-baro tid, woohwangsunkiwon hs,
chungsanggyuntong-tang 1 time)

Kong, Multiple - Patients who already have been 7 1. Acupuncture (LI15, LI14, LI11, LI10, TE5, LI4, ST31,
20136 sclerosis diagnosed with and treated for multiple ST32, ST34, SP10, ST36, ST40, SP6, GV20,
sclerosis EX-HN3, CV23, etc.; 30 min)

2. Pharmacopuncture (ST36, LI11, 4cc eod; 40 times;
2 cases - IM 4 cc)

Hwang Multiple - Diagnosed with MS based on symptoms, 1 1. Pharmacopuncture (CV4, 2 cc, qd, 14 times)
etal, sclerosis brain MRI, and CSF test 2. Rehabilitation therapy (Gait training)
2017%

Jang etal, Vertigo - Chief complaint of vertigo 1 1. Pharmacopuncture (CV6, GB21; 2 cc, 3 ~4 times/
2016* wk, 27 days)

2. Acupuncture (LR3, SP6, GB34, ST36, CV12, LI11,
etc., 3 times/wk)

3. Herbal medicine (Jagyakgamchotang, 1p bid)

Uncontrolled Studies
Wan et al, Insomnia - Refractory insomnia 35 1. Pharmacopuncture (Salvia 6 ~8 cc, HP 4 cc, Vit B12
2001 - Resistant to drug treatment (diazepam, 1000 £2g; N-HN54, GV20 GV14 HT7 scalp
chloral hydrate) acupoints, etc., qd)
- Without organic lesion
Yoon et al, Insomnia - Patient admitted for another disease, who 34 1. Pharmacopuncture (GV20, GV12; 1.2 cc qd)
20042 complain of insomnia
- Patients who already undergo insomnia
treatment
Controlled Studies (Non-Randomized)
Yoon et al, Insomnia - Patients who understand and agree with  Experi- 25 1. Pharmacopuncture (GB20, GB12, HT7; 0.6 cc, qd)
2005% the study mental:
- Admitted for stroke for over a week Control: 23 1. Acupuncture (GB20, GB12, HT7, 150.0020 min)
- Patients who did not take sleep-related drug
or herbal medicine during the clinical trial
- Patients who have not taken any drug or
alcohol for insomnia treatment
- Patients without comorbid psychological
disease or secondary insomnia
ok A S sl
(1) Whg2 A={Dendrobium), ¥4HRadix Scrophularia), &
Hld AR 7oA thgH IR EE SAHR ST 23KFlos Lonicerae), $<&(Radix Achyranthis Bidentatae)
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Table 2. Continued 2

Patient/ Inclusion criteria Cases/sample ,
Study, year . ) o ) . Intervention
participant(s) Exclusion criteria (if applicable) size (n)
Controlled Studies (Randomized)
Shietal, CVAsequela - Diagnosed with stroke based on the Experi- 90 1. Oral medication (Venoruton 0.3 mg tid, vit. E 0.1 mg
2001% Evaluation Criteria for Diagnosis and mental: tid, aspirin 50 mg qd)
Efficacy of Stroke in TCM 2. IV injection (only for inpatients; Mailuoning inj. 20 mL
- The course of disease is more than a half IV qd)
year 3. Pharmacopuncture (GB20, 4 cc, eod)
- Patients who meet the exclusion criteria of Control: 45 1. Oral medication (Venoruton 0.3 mg tid, Vitamin E 0.1
the Guiding Principles for Clinical mg tid, aspirin 50 mg qd)
Research of New Chinese Medicines for 2. IV injection (only for inpatients; Mailuoning inj. 20 mL
the Treatment of Stroke IV qd)
Noh etal, CVAsequela - Outpatients diagnosed with stroke based on  Experi- 11 1. Pharmacopuncture (ST36, GB34, BL55, BL56, BL57,
2009%  (leg brain CT or MRI at least 6 months ago, whose ~ mental: 2 cc, 5 days/wk)
spasticity) affected side have spasticity in the joint 2. Acupuncture (GV20, GB7, GB21, GB31, ST36,
- Patients who agree with the study and GB39, LI11; 20 min, 3 days/wk, 9 times)
sign the informed consent form
- Patients taking muscle relaxants Control: 9 1. Pharmacopuncture (distilled water, ST36, GB34,
(participants must hold the relaxant during BL55, BL56, BL57,2 cc, 5 days/wk)
the study from a week before the start) 2. Acupuncture (GV20, GB7, GB21, GB31, ST36,
- Patients who take herbal medicine or GB39, LI11; 20 min, 3 days/wk, 9 times)
acupuncture therapy from another facility
- Aphasia or cognitive impairment
- The past history of diseases that can
cause spasticity (e.g. Parkinson’s disease)
- Patients who take insulin injection and
whose blood sugar is uncontrolled
- Some factors that can aggravate
spasticity (e.g. UTI, bedsore, anxiety,
ingrowing toenail)
- Allergic skin
- Acute/chronic nephritis, kidney failure
- Assessed ineligible by the investigator
Song et al, Insomnia - Patients with typical insomnia symptoms ~ Experi- 20 1. Pharmacopuncture (ST36 SP6 KI3 BL23 BL18 BL20
2012% for more than a month mental: BL52 BL42 GV4, 4 cc, eod)
- Diagnosed with insomnia based on the
criteria of TCM syndrome differentiation
- Patients with systemic disease Control: 20 1. Acupuncture (KI6, BL62, HT7, EX-HN3, N-HN54 etc.;
- Patients under 18 years of age or over 65 years qd)
of age, or in pregnancy or lactation period
- Patients with severe primary diseases such
as cardiovascular, lung, liver and hemato-
poietic system, and mental disease
- Patients who do not meet the inclusion
criteria, fail to follow the regulations, cannot
evaluate the efficacy, or have incomplete
data that affect the efficacy and safety
Kong, Insomnia - Diagnosed with insomnia based on Experi- 40 1. Pharmacopuncture (N-HN54 2 cc qd)
20177 ‘Insomnia” by the Criteria of diagnosis mental: 2. Acupuncture (EX-HN1, EX-HNS3, CV6, CV4, PC6,
and therapeutic effects of diseases and HT7, ST36, SP6, KI3 qd)
syndromes in TCM Control: 40 1. Acupuncture (N-HN54 [EX-HN, anmian], EX-HN1, EXHN3,
CVe, Cv4, PC6, HT7, ST36, SP6, KI3, 30 min; qd)
Ling etal, Enuresis - Diagnosed with enuresis based on Experi- 30 1.Pharmacopuncture (BL23, BL28, SP6; 2 cc; qd)
20112 “Enuresis” by the Standards for Diagnosis ~ mental;
and Treatment of Diseases and Symptoms  Control: 30 1. Herbal medicine (Alpiniae Fructus, Linderae Radix,

in TCM and Selection of Prescriptions

Dioscoreae Rhizoma, bid)

TCM: Traditional Chinese Medicine.
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Table 3. The Characteristics of Intervention in the Selected Studies

Patient/ . Fre- ‘ Depth  Dose per . Duration
Study, year participantls) Solution  Manufacturer quency Acupoints ©m  point (cc) Syringe (sessions)
Mood disorder
Kimetal, Hwa-byung  HPonly qd  GV11,GV10,GV9 0.1 11(9)
2005% CV17, CV15 02
Leeetal, Postpartum  HPonly  Korean eod CV6, CV4, BL23 (bilateral); GV15 0.2 1cc 14.(7)
2006 depression Pharma- 29G
copuncture
Institute
Sleep disorder
Jang etal, Insomnia HP only EX-HN15, N-HN54 (bilateral) 0.25~0.45 65 (UK)
2003%
Wan etal, Insomnia HP 4 mL, qd N-HN54, GV14, HT7, extra points 1~15 24 (20)
2001 Salvia according to symptoms (SP9, SP6,
6~8mL, ST36, etc.)
Vitamin GV20, scalp acupoints (MS1, the back 0.5
B12 1/3 of the middle frontal zone and the
1000 «g frontal parietal zone; the upper 1/3
of the temporal parietal oblique zone)
Yoon etal, Insomnia HPonly  Korean qd  GV20, GV12 (bilateral) 0.3 1cc 5(5)
2004% Pharma- 296
copuncture insulin
Institute Syr.
Yoon etal, Insomnia HPonly ~ Korean qd GB20, GB12, HT7 (bilateral) 0.1 1cc 5(5)
2005% Pharma- 296G
copuncture
Institute
Song etal, Insomnia HPonly  Guiyang eod  ST36, SP6, KI3 (extremities); BL23, 05~1 25G  23(10)
2012% Qianfeng BL18, BL20, BL52, BL42, GV4 (back)
Biological (alternating extremities and back
Products points every session, selecting 4 ~6
Co., Ltd points according to symptoms)
Kong, Insomnia HP only - qd N-HN54 (alternating right and left 1.6~2.0 2 250r 10~25
20172 every session) (straight) 5cc (10~20)
Elimination disorder
Ren, Enuresis HP only g3d  CV2, CV4; SP6 (bilateral) 1 20 (20)
2001%
Lingetal, Enuresis HPonly ~ HunanYige qd 2 acupoints alternating among BL23, 1 5cc 30 (20)
2011% Pharmaceut- BL28, SP6 236G
ical Co., Ltd.
Neurocognitive disorder
Kimetal, Mildneuro-  HPonly qw  GV20, CV12; ST36 (bilateral) 0.2 24 (4)
2019*  cognitive
disorder
Cerebrovascular accident (CVA) sequelae
Wang, CVA HPonly  Handan eod  GB20 (bilateral) 3~35 2 5¢c 20 (10)
1995 sequelae Xingxing (oblique) 23G
Pharmaceut-
ical Factory
Heoetal, CVAsequela HPonly  Korean 6/wk GB21, LI15, TE14 (affected side) 05 1cc 27 (24)
2014 (shoulder Pharma- 26 G
pain) copuncture "

Institute
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Table 3. Continued 1

Patient/ . Fre- ‘ Depth  Dose per . Duration
Study, year participantls) Solution  Manufacturer quency Acupoints ©m  point (cc) Syringe (sessions)
Eometal, CVAsequela HPonly  Korean qd BL2, EX-HN4, TE23, EX-HNS 0.5 005 1cc 62 (45)
20157 (Oculomotor Pharma- (affected side) 306G
nerve palsy) copuncture "
Institute
Shietal, CVAsequela HPonly Handan eod  GB20 (bilateral) 3~35 2 5cc 20 (10)
2001% Xingxing (oblique) 23G
Pharmaceut-
ical Factory
Nohetal, CVAsequela HPonly  Korean 5/wk  ST36, GB34, BL55, BL56, BL57 1 0.4 1cc 21 (15)
2009%  (leg Pharma- 306G
spasticity) copuncture
Institute
Other neurological disorders
Kimetal, Guillain-Barre HPonly  Jaseng bid  paralumbar area, gluteus medius, - - - 15 (30)
2015")  syndrome Namyangju GB30, GB31, ST36, BL40, BL56,
Herbal GB39, LI0, TE5 (bilateral)
Dispensary
Kong, Guillain-Barre  HP only - qd  ST36, LI11 (alternating right and left - 2 - 10~49
20132 syndrome every session) (10~40)
IM - 4 -
Hwang Multiple HPonly  Jaseng qd Cv4 - 2 3ce 14 (14)
etal, sclerosis Namyangju 23G 1"
2017% Herbal
Dispensary
Kong, Multiple HP only - eod  ST36, LI11 (alternating right and left - 2 - 49~55
20136 sclerosis every session) (40)
IM - 4 -
Jang etal, Vertigo HPonly ~ Jaseng 3~4/ CV6, GB21 (bilateral) - 1 1cc 23
2016* Namyangju  wk 299G (9~13)
Herbal
Dispensary

HP: Hominis Placenta, qd: quaque die, eod: every other day, q3d: every 3 days, qw: every week, wk: week, bid: bis in die, G: gauge.
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Table 4. The Characteristics of Outcomes in the Selected Studies

Study, year P_atl\em/ Outcome measurements Results Study
participant(s) design
Mood Disorder
Kim et al, Hwa-byung 1. Symptoms (Weakness, hot flush, palpitation, 1. Symptoms improved. CR
20052 insomnia, plum pit syndrome) 2. HBDIS score decreased.
2. HBDIS
Leeetal, Postpartum 1. Symptoms (insomnia, anxiety, palpitation, chest 1. Symptoms improved. CR
2006> depression discomfort, weakness, depressive mood) 2. VAS scores decreased.
2. VAS 3. EPDS score decreased.
3. EPDS 4. BDI score decreased.
4. BDI
Sleep Disorder
Jang et al, Insomnia 1. Use of sleeping medication 1. The sleeping medication was tapered off. CR
2003% 2. Total sleep time 2. Total sleep time slightly decreased.
3. Sleep satisfaction 3. Satisfactory
Wan et al, Insomnia 1. Symptoms 1. Symptoms improved. CT
2001%
Yoon et al, Insomnia 1. Total sleep time 1. Total sleep time increased significantly. CT
20042 2. Treatment satisfaction 2.61.8% answered insomnia improved.
Yoon et al, Insomnia 1. Korean Sleep Scale A 1. Sleep scale score decreased significantly  Non-RCT
2005% 2. Treatment satisfaction in the experimental group.
2. More subjects satisfied in the
experimental group.
Songetal, Insomnia 1. Symptoms 1. Symptoms improved significantly inthe ~ RCT
2012% 2.Psal experimental group compared to the
control group.
2. PSQl score decreased significantly in the
experimental group.
Kong, Insomnia 1. Symptoms (based on “Insomnia” by the Criteria 1. Symptoms improved. RCT
20172 of diagnosis and therapeutic effects of diseases

and syndromes in TCM)
Elimination Disorder
Ren, 2001 Enuresis . Symptom (the number of nocturnal urination) . The symptom improved. CS
Ling et al, Enuresis . Symptoms (the number of nocturnal urination, . Symptoms improved significantly inthe ~ RCT
2011% based on “Enuresis” by the Standards for experimental group.
Diagnosis and Treatment of Diseases and
Symptoms in TCM and Selection of

—_

Prescriptions)
Neurocognitive Disease
Kim et al, Mild 1. MMSE-DS 1. MMSE-DS score remained the same. CR
2019 neurocognitive 2. MoCA-K 2. MoCA-K score increased.
disorder 3. K-DRS 3. K-DRS score increased.

Cerebrovascular Accident

Wang, 1995% CVA sequelae 1. Symptoms (abnormal gait, dizziness) 1. Symptoms disappeared. CR
Heo et al, CVA sequela 1. Shoulder pain VAS 1. VAS score decreased. CR
2014 (shoulder pain) 2. Shoulder ROM 2. Shoulder aBROM and pROM increased.
Eom et al, CVA sequela 1. Eye movement 1. Eye movement improved. CR
20157 (Oculomotor 2. PFW 2. PFW increased.
nerve palsy) 3. Diplopia 3. Diplopia persisted.
Shietal, CVA sequela 1. Symptoms (based on language, movement, 1. Symptoms improved significantly inthe  Single-blind
2001% integrative functions by the Guiding Principles experimental group. RCT

for Clinical Research of New Chinese
Medicines for the Treatment of Stroke)
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Table 4. Continued 1

Study, year P_atl\em/ Outcome measurements Results Study
participant(s) design
Noh et al, CVA sequela 1. MAS 1. MAS decreased significantly in the Double-
2009% (leg spasticity) 2. H/M ratio experimental group; NSD blind RCT
3.BBS 2.NSD
4.TUG 3. BBS increased significantly in both
experimental and control groups; NSD
4. TUG decreased significantly within
experimental group and compared to the
control group. (p<.05)
Other Neurological Disorders
Kim et al, Guillain-Barre 1. Ambulation 1. Improved to self-ambulation CR
2015% syndrome 2.DTR 2. DTR improved.
3. MMT 3. MMT grade improved.
Kong, Guillain-Barre 1. Symptoms 1. Symptoms improved. CS
2013a% syndrome
Hwangetal, Multiple 1.FS 1. FS score improved. CR
2017% sclerosis 2.EDSS 2. EDSS grade improved.
3. MMT 3. MMT grade improved.
4. VAS 4. VAS score decreased.
5.BBS 5. BBS score increased.
Kong, Multiple 1. EDSS 1. EDSS score increased. CS
2013p* sclerosis
Jangetal,  Vertigo 1. Blood test 1. Hb, RBC, Hct, and TIBC stabilized. CR
2016% 2. Symptoms 2. Vertigo diminished.
3. DHI 3. DHI score decreased.

NSD: no significant difference between groups.

Table 5. Percentage of ltems Reported according to CARE Guidelines

Reported
— — Not reported
Study, year Sufficient Not sufficient Total
n1/N % n2/N % (n1+n2)/N % n3/N %
Jang et al, 2003% 8/28 28.57 10/28 35.71 18/28 64.29 10/28 35.71
Ren, 2001 16/28 57.14 8/28 28.57 24/28 85.71 4/28 14.29
Kim et al, 2005% 19/28 67.86 6/28 21.43 25/28 89.29 3/28 10.71
Lee et al,. 2006 21/28 75.00 3/28 10.71 24/28 85.71 4/28 14.29
Kim et al, 2019°" 18/28 64.29 6/28 21.43 24/28 85.71 4/28 14.29
Wang, 1995% 21/28 75.00 3/28 10.71 24/28 85.71 4/28 14.29
Heo et al, 2014 21/28 75.00 3/28 10.71 24/28 85.71 4/28 14.29
Eom etal, 2015"" 20/28 71.43 3/28 10.71 23/28 82.14 5/28 17.86
Kong, 2013a® 20/28 71.43 3/28 10.71 23/28 82.14 5/28 17.86
Kim et al, 2015* 18/28 64.29 6/28 21.43 24/28 85.71 4/28 14.29
Kong, 2013b* 11/28 39.29 3/28 10.71 14/28 50.00 14/28 50.00
Hwang et al, 2017% 14/28 50.00 3/28 10.71 17/28 60.71 11/28 39.29
Jang et al, 2016*" 6/28 21.43 4/28 14.29 10/28 35.71 18/28 64.29
Max of % 75.00 35.71 89.29 64.29
Min of % 21.43 10.71 35.71 10.71
Median of % 64.29 10.71 85.71 14.29

n1, n2, and n3: the number of items that match each criteria (sufficient, not sufficient, and not reported); N: the number of the total applicable items.
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Table 6. Percentage of Case Reports with Reported Items of CARE Guidelines by Each Item

‘ o o Sufficient Not sufficient Not reported
Topic ltem Checklist item description
n/N % n/N % nN %
Title 1 The words “case report” (or “case study”) should be in the title 7 53.85 6 46.15
along with phenomenon of greatest interest (e.g., symptom,
diagnosis, test, intervention)
Key words 2 The key elements of this case in 2~5 words. 12 92.31 - - 1 7.69
Abstract 3a Introduction—What does this case add? 8 61.54 2 15.38 3 23.08
3b Case presentation: 10 76.92 - - 3 23.08
-The main symptoms of the patient
-The main clinical findings
-The main diagnoses and interventions
-The main outcomes
3d Conclusion—What were the main “take-away” lessons from this 10 76.92 - - 3 23.08
case?
Introduction 4 Brief background summary of the case referencing the relevant 1 84.62 - - 2 15.38
medical literature.
Patient 5a a) Demographic information of the patient (age, gender, ethnicity, 1 7.69 12 92.31%
information occupation)
5b b) Main symptoms of the patient (his or her chief complaints) i 84.62 - - 2 15.38
5¢ c) Medical, family, and psychosocial history including diet, 6 46.15 4 30.77 3 23.08

lifestyle, and genetic information whenever possible and
details about relevant comorbidities and past interventions and
their outcomes

Clinical 6 Describe the relevant physical examination (PE) findings 8 61.54 2 15.38 3 23.08
findings
Timeline 7 Depict important dates and times in the case (table or figure) 7 53.85 3 23.08 3 23.08
Diagnostic 8a Diagnostic methods (e.g., PE, laboratory testing, imaging, 8 61.54 1 7.69 4 30.77
assessment questionnaires)
8b Diagnostic challenges (e.g., financial, language/cultural) 1 7.69 6 46.15 6 46.15
8c Diagnostic reasoning including other diagnoses considered 5 38.46 4 30.77 4 30.77
8d Prognostic characteristics (e.g., staging) where applicable 5 38.46 2 15.38 6 46.15
Therapeutic 9a Types of intervention (e.g., pharmacologic, surgical, preventive, 13 100 - - - -
intervention self-care)
9b Administration (e.g., dosage, strength, duration) 13 100 - -
9c Changes in intervention (with rationale) 1 84.62 2 15.38
Follow-upand 10a  Clinician and patient-assessed outcomes 13 100
outcomes 10b  Important follow-up test results (positive or negative) 12 92.31 1 7.69
10c  Intervention adherence and tolerability (and how this was - - 1 7.69 12 92.31%
assessed)
10d  Adverse and unanticipated events 2 15.38 - - 11 84.62*
Discussion 11a  Strengths and limitations of the management of this case 5 38.46 7 53.85* 1 7.69
11b  Relevant medical literature 11 84.62 2 15.38
11c  Rationale for conclusions (including assessments of cause and 1 84.62 2 15.38
effect)
11d  Main “take-away” lessons of this case report 11 84.62 1 7.69 1 7.69
Patient 12 The patient should share their perspective or experience - - 3 23.08 10 76.92*
perspective whenever possible.
Informed 13 Did the patient give informed consent? Please provide if 1 7.69 - - 12 92.31*
consent requested.

n: the number of items that match each criteria, N: the number of relevant case reports.
*the percentage of not sufficiently reported or not reported items over 50%.

ot F A7 B A}%i m2EZ tigh gl giolem, A YtthTable 7).
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Fig. 2. Risk of bias graph.
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Table 7. Methodological Items for Non-Randomized Studies (MINORS)

Yoon  Wan
etal, etal, Mean
2004% 2001%

Methodological items for
non-randomized studies (MINORS)

1. A clearly stated aim 1 1 1
2. Inclusion of consecutive patients 2 1 15
3. Prospective collection of data 0 0 0
4. Endpoint appropriate to the aim of the study 1 1 1
5. Unbiased assessment of the study endpoint 0 0 0
6. Follow-up period appropriate to the aim of 0 0 0
the study
7. Loss to follow up less than 5% 0 0 0
8. Prospective calculation of the study size 2 1 1.5
Total Score 6 4 5
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Appendix 1

HA X2t

O —"

1. OASIS

(RFslA | placental placental) (2F& |pharmacopuncture| pharmacoacupuncture) (n=68)

2. KoreanTK
ABS: (A5} | placenta®)&ABS:(2F4 | pharmacopuncture | pharmacoacup®| pharmaco-acup®) (n=84)

3. KISS

#1 Y (&5

#2 pharmacopuncture (%)
#3 pharmacoacup* (22)
#4 pharmaco-acup* (%)
#5 #1 OR #2 OR #3 OR #4
#6 ASHA(ZE)

#7 #5 AND #6

#8 placenta* (&%

#9 #5 AND #8

#10 #7 AND #9 (n=42)

4. RISS
(RFslA | placental placental) (2F& |pharmacopuncture| pharmacoacupuncture | pharmaco-acupuncture) (Sr&i=
£ n=110, =8 n=25, ¥ n=135)

5. ScienceON
(&FstA | placenta | placental) (2F3 | pharmacopuncture | pharmacoacupuncture | pharmaco-acupuncture)

(n=131)

6. Pubmed

#1 placenta®

#2 “pharmacopuncture”

#3 pharmacoacup®

#4 pharmaco-acup*

#5 “acupoint injection”

#6 #2 OR #3 OR #4 OR #5
#7 #1 AND #6 (n=11)
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7. EMBASE

#1 ‘placenta®

#2 pharmacopuncture

#3 pharmacoacup*

#4 pharmaco-acup*

#5 ‘acupoint injection’

#6 #2 OR #3 OR #4 OR #5
#7 #1 AND #6 (n=7)

8. Cochrane

#1 placenta®

#2 pharmacopuncture

#3 pharmacoacup*

#4 pharmaco-acup*

#5 acupoint near injection
#6 #2 OR #3 OR #4 OR #5
#7 #1 AND #6 (n=0)

9. CINAHL (EBSCO host)
S1 placenta*®

S2 pharmacopuncture

S3 pharmacoacup*

S4 pharmaco-acup*

S5 ‘acupoint injection’

S6 S2 OR S3 OR S4 OR S5
S7 S1 AND $6 (n=69)

10. AMED (EBSCO host)

S1 placenta*®

S2 pharmacopuncture

S3 pharmacoacup*

S4 pharmaco-acup*

S5 ‘acupoint injection’

S6 S2 OR S3 OR S4 OR S5
S7 S1 AND S6 (n=21)

11. CNKI

(AB="14" OR AB=TH&#¥" OR AB="placenta®) AND (AB="7fiiF4f OR AB=7k¥l" OR AB="/Xfiy¥iFH OR AB="X{ii
2’ OR AB=%W¥ OR AB=%ui#i¥iEA OR AB="acupoint injection’ OR AB=pharmacopuncture’ OR
AB="pharmacoacup® OR AB=pharmaco-acup®) (n=105)
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12. Wanfang Database

WEECRIME" or BT or “placenta®’) and WEL(ANEH" or “KE or “REIAYIEH" or “FROHEA" or “RE
or “REIAMEAN" or “acupoint injection” or “pharmacopuncture” or “pharmacoacup*” or “pharmaco-acup*”)
(n=81)



