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A Literature Review of Reported Cases of Mesenteric Phlebosclerosis Caused by
Herbal Medicine Containing Gardenia Fruit

Hitoshi NAKAMURA,* Chizuru HonDA, Taisuke KonNoO, Hiroyuki Suzuki, and Yuriko MURAI

Department of Clinical Pharmaceutics, Faculty of Pharmaceutical Sciences,
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Mesenteric phlebosclerosis (MP) is a rare disease characterized by mesenteric vein calcification and venous
congestion of the colon. The first case was reported in 1991, but the etiology of the disease remains unclear. Recently,
however, the long-term intake of herbal medicine containing gardenia fruit (GF, sanshishi in Japanese) has been
reported to cause MP. In this review, we searched the PubMed and Ichushi databases for published case reports
of MP with a history of GF use and reviewed the clinical characteristics of the cases. In total, 236 cases of MP
were collected from 170 articles, and 84 had a history of GF use. Patients ranged in age from 31 to 87 (mean, 63.5)
years, with a male to female ratio of nearly 1 : 2. Seventy-nine of the 84 patients were Japanese. Subjective symptoms
were present in 70% of cases, including abdominal pain, nausea and vomiting, and diarrhea. Kamishoyosan (33/84,
39.3%) and Orengedokuto (27/84, 32.1%) were the most frequently used herbal medicines containing GF. The
median dosing period to onset of MP was 12 years, and 92.6% of the patients had been taking GF for more than 5
years. Multiple case reports showed that the risk of onset increased when the cumulative dose of GF was 5000 g
or more. Therefore, endoscopy should be performed if the cumulative dose exceeds 5,000 g, even if the patient is
asymptomatic.

Key words —— mesenteric phlebosclerosis, case report, herbal medicine, kampo medicine, gardenia fruit, sanshishi
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Fig. 2. Number of cases by age and sex

Table 2. Sites affected by mesenteric phlebosclerosis
(n=84)

Site Number of cases (%)
Ileum 7 (83)
Cecum 61 (726)
Ascending colon 84 (100)
Transverse colon 66 (786)
Descending colon 24 (286)
Sigmoid colon 8 (95)
Rectum 2 (24)

Table 3. Number of cases by herbal medicine containing
gardenia fruit

Herbal medicine containing

gardenia fruit Number of cases

Kamishoyosan 33

Do
3

Orengedokuto
Shin'iseihaito
Unseiin
Shishihakuhito
Bofutsushosan
Inchinkoto
Kamikihito
Ryutanshakanto
keigairengyoto
Gorinsan
Saikoseikansan
Seihaito
Seijobofuto

Crude drug containing gardenia fruit
Medical liquor made from gardenia fruit

—om NI = = = DD W W W W e a1 =

OTC drug containing gardenia fruit

OTC, over-the-counter
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1 Bl sl Tdh - 72, ZOFEKRICOWTIRZEN
DIEBIOBET F S, BIRAYER W R REERE
ORG-E L CHTREMERR, 2 FRE, 31V i
£, 192432 I NIE O TTHE, 20 BIIRTEALAE, 252 IR
FEE AR ITAE, 2 OMEIRHE, 020 ERIMLAE, ¥ N —
Fry MED REPEITFOEN TV, iS58
1 2007 4R 12 &k sk % & & SR T2 JE B & ARG
L, #IREEALAAECAEKE LTlE, HRATO
WAL Voo Nl BIEMERIETRICHS
TREER, AR EICHEES S VT, BORE
PEZE B OHENE NS &S IS R 55 %
B L CWw5b. 5122009 SEDFEK D DEHEE
i 139 FEBNC OV T ORETRER ™ Tlx, F&OW
RS RIS & 0 RIS N5 33 %
GO ATH L S D toxic agent |2 X B FBEDRAT
H, FFREEEREZ EOMIRNO ML D 3
WIEEPEHE L TV AIENSE NI L2 HE LT
Wb ED%, EEFEOMRS  FELE LER
%: 6,88,102-104,115,119-121,127,132,137-139,142,144,159,164) ﬁiiéj}ﬂ L, ;:I\:ﬁ
EIE L TH I IUDEHEINL L) T ko T,
2013 4R 1N X 254 SO FEBIH S & 00T L, IR
L QW /Bl A 405 L Cw % 31ERIH 28
FEBNEY Y v EREAEERAL WS 2 &%
WL Twa, Y SRIOBETTIE, TRAET A4
SN THLEFD ) B v v Ea3H R

FED %\ MPEBIE, 52 B & +a ks, KiE
s, KREHFEG 2 PIRL TW5 64 o 1
B DA TH o7z, Lo L ZOIERNIZIE, 7i%E
IVEHFEZNRL TS EORBH Y, LUEIC
T Uy VEREBAOIRMA D - 72w Rtk IE R E T

Ehwv, —F, EHEORHABENZ WERLES
;h, -( vy % J‘E“{ﬁﬂ $&% 5899,105,122,125,126,156,170) zé) 26 ) 7’:' :
NS OFEG TIREEOFENAS SN2 TETWD
DONPFEMTEDH DD, V2T P OBMDOATT AN
TOMPHERMZHWTLZLIITES, &545
FEBIOEREPVETH 5.

VBB AR 84 FEBI O HTAE R T
&, BHIEH 12 EEICE L, 60 AR E L
IZEEE IS o7 (Fig 1), KHEIZHEELREE
DEFED -0 INREEE E BRIVIRA T2 2 £ 0%
<, BIEVAZFEWEEZONL, HrI 0
AR FASH & 2 % fe R D FEBNE 31 T, 7 b
Y — PR 8 R DG C 5 AR RSB & B A IR L
Tz, 09— AR RAEBIE 87 i Lot C B i
Hx A0 FEMITDZ DR LT/ 59 55 13k
AR EDIERTH H 5.

Mo7 V7 OEA THEFEPMEH I N TSI
Lhb b, MEEILHARADE A 90% %
Wz Tz, ERIOFRERIIAHIZA, AR
THEOMEHRNEZ 2 DL, HRADIIERDIE N
CEMHREINDL. ZOHBHOVEDE LT
BWHEDEVHZEITLN TS, 8 =Ry FE
KRS BB 7Ny ¥ —XEFORNMEI
Bifidobacterium J& T#% 4. Z @ Bifidobacterium J&
EHAANDBHNMEE IS SHFEET 05, HE
ADOBWHEZEICIZIZEAES TN TV RV E W
AMENDH L. T D Lk, MP FEAED AFEAE
AP E O A2 SRR 2 W2 R b
DTHhA. FFIZ, HRABEOWRKOMAZED B
WA #E OV E L T L IRENED D 5.

MP 13 HESERZ L IZIEMHERISRE DTS 5 72
O, RHEROEELWEETH L. 4, 84 fEH]
DK 3 FIASH IR B RAEIR D 72 WIEBI T & - 7278
o, EEMEEOBERNTERINZD
DRMEBEOREDOBITHRER ENZL DT
Hotz. FoiH, BEBFIER, TH, B
G2 CRIEREROIEE=45 ) v 7 L TD
5w, M OBIEEIER S 2O FE % B IIAT
)T EMRFEL D, MP ORI OB 4R
o, HFe E~OBPFENsH L. Y T OBRE
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Fig. 3. Cumulative ratio of onset of mesenteric phlebosclerosis by duration of gardenia fruit use. (n=72)

Table 4. Cumulative dose of gardenia fruit

Case No. in Table 1 Cumulative dose (g)

54 8119
55 5,379
57 15,792
58 14,683
59 8119
60 7972
61 6,579
62 6,449
63 6,372
64 5,588
65 5,408
66 5,379
69 6,069
72 6,731

fbik, ¥=KRY FHAETHHLENTTr=E %
D, T3 BREBUS LT U2 s 3 I N BE
AT A2 EHDENTH 505, ZOFEILENIR
W JE BR L2 R0 S T2 2 LD S BITNICE o 7261 149 78
HO, EE~NOHFEBOAEOLEDBELEIEHE
ZIN Y TO—DE L THERHEEZLND.
JERITIEEOREEZ &Y, HEE LB
R LB L 2 5 2 S0, AME
T2 —AbH 0 HAEEIL TR & T S 7
FEGI 13D ARG STV B, B TR 20% 58
BETH LA, VSR OREGIHRE DL TIE T & 37
FHREEDSIZIZFETH - 72, i, ERHRE
SN2 EBNL EIEF R IR IEB 2% {,

T EIDNC e B 7 — ANEL bl B
na. FEE, BEGETFERLEIT LR FEE
L 7”: JE@U i&lﬂ:l: 65,80,114,116,123,141,143,147) J’(J%:‘E:H,%F:E 72 /El\ﬁ: L
TWD b xFEE L7 ERIERE 10515170 70 s R G
iz, Wz, HEATERITH B ERA T IO AT
WE L2 EDHE B L o7z

oy VERES AR X 5 MP EG O FF
LT, BETTOMRMAPMPIENTH S LW
IRLBIFOND. SHOMETHBELRED
93% 2S5 L EORMIELZ A L Tz (Fig. 3).
Nagata Hix, "> VT 2RAL TS EH2H
MR VOAFEHEERBER LTS,
MP % %85E L72 10 A3 w3 d 5000 g B2 TH
D, BIEL o 25D 424133 d 5000 g
FTHEo TVl ExHmELTWD, W H vy
PR Z B L T o His 190157160 ¢ 4,
MP ZHE#1E 5000 g L EDH > 2 T 2L T
72 (Table 4). L7z27%»> T, ZREEHE 5000 g A°
MP3IED O E DD HZE Y, B2 725 E I3 IE
RTHNHGMEL LT L2 RELEER .

A[al, MP 2B % 170 FROFEGIH ST LA 5
VY VEAEN AR A2 AT 5 84 EB & i
L, v oRIEH & LTo MP ORRE % BEE
L7z, ZOEFE, MPI3¥ > v v OEMEhEER &
W2HIENTE, BHEENEOIEF,EZE L
bl Fo7012, Sy ER0—kHE
S B O R ORER % & 7o SRR B
DVENRH Y, 4 S A FEHF) A A5 FE AR A 12 B
bo TV BENHLEEZL, LrL, v
POREMIRMIZE D MP 2SET 5 W REMED S %
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