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Influence of Herbal Medicines which include Ginseng Co-administration
on the PT INR in Patients Taking Warfarin : 10 Case Series

Seung-won Kwon, Joo-young Park, Hyung-sik Byeon, Seung-kyu Yoon,
Yu-ri Seo., Woo-sang Jung. Sang-kwan Moon, Ki-ho Cho. Young-suk Kim

Dept. of Cardiovascular and Neurologic Diseases(Stroke Center) College of Oriental Medicine, Kyung-Hee University

ABSTRACT

Objective : Interaction of warfarin with herbal medicines still remains controversial. The aim of this study was to examine
the effect of herbal medicines which contain ginseng on PT INR in patients being treated with warfarin.

Method : We studied patients who take herbal medicines which contain ginseng with warfarin during their hospitalization.
We retrospectively investigated the effect of herbal medicines which contain ginseng. 10 patients were assigned to receive one of the
following adjuncts: Group A (n=4) that received Bojungikkitang-gagam. Group B (n=2) that received Ukgunjatang-gagam.
and Group C (n=4) that received Shihogyeji-tang. Gamiondam-tang, Gwininaanshim-tang. and Saengpe-san together. We then
investigated changes of PT INR in each group.

Result = In group A. there were diminutions of PT INR in 3 cases. and increment in 1 case. In group B. there were increments
of PT INR in both cases. In group C. there were increments of PT INR in 3 cases and there was no big change in 1 case.

Conclusion : In this study. we found that the interaction of combined herbal medicine is very complicated. So, we must
study further more study about interactions of combined herbal medicine on PT INR.

Key words : Ginseng Radix., Warfarin, Combined therapy. Prothrombin Time. Herbal medicine
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Table 1. Basic Information of Patients
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Case Sex Age Main diagnosis Other diagnosis Cause of arfarinization
-1 F 79 Cerebral infarction Dlabeteg Melh.t us Hypertension Cardiac embolism
Atrial fibrillation Colon cancer
12 F g  Multiple cerebral Hemorrhoid Multiple embolism
infarction
-3 F 73 Cerebral infarction A'f“al f1br111at10n . Cardiac embolism
Hyperlipidemia Hypertension
4 M 69 Midbrain infarction Atrial fibrillation Cardiac embolism
Cerebellar infarction Deep vein thrombosis Deep vein thrombosis
-1 F 79 Cerebral infarction Atrlal f1br111at10n . . Cardiac embolism
Hypertension Urinary tract infection
%9 F @ Traumatic subdural Hydrocephalus Hypertension Pulmonary
hemorrhage Pulmonary thromboembolism thromboembolism
31
: . . Atrail fibrillation . .
g_g M 59  Anoxic brain damage 0ld myocardial infaction Hyperlipidemia Cardiac embolism
34 F 8 Cerebral infarction Atrial fibrillation Neurogenic bladder Cardiac embolism
| HHRF5 2 #PIRSMEL S (11/16~11/21) = BE& ¥l AZ 4g(Table 2)
(CASE 1-I) 7) oFeF AW : 11/6~11/21
DA ™00 (F/79 Donepezil(Drugs for Alzheimer's Disease) 10mg
2) Ay 13]/4
Cerebral infarction Diabetes Mellitus HTN Atrial Levetiracetam( Antiepileptics) 400mg 23]/<
fibrillation Colon cancer Erdosteine(Expectorants) 300mg 23]/<
3) ¥4 Trimetazidine 2HCI(Other Circulatory Agents)
200991 49% dFo] Ao, 174 F 35mg 23]/4
el Ae), o] kA 3lo] 2009L4 14 99 ¥ Amlodipine besylate( Antihypertensive Drugs) 5mg
sty AR el Y ste] A3} 13/
22 Az dste] 20099 119 49 73-4-42° Digoxin(Cardiants) 0.125mg 23]/¥
bl o) qlelsle] kA Azetel L. Glimepiride 4mg 13]/¥, Metformin HCl 500mg
A A A =2y WY E= PT INR ‘34_ 23]/, Voglibose(Antidiabetics) 0.3mg 33]/¥
A pzoz A 5AHYE. Nicorandil(Drugs for Angina Pectoris) 5mg 23]
4) WE-5<F 7|7k ¢ 2009.11.06 ~2009.11.21 /4
5) Warfarin Dose : 3-4-dmg 4 8) PT INR #3}
6) skef Au} 2009.11.6 PT INR Z=AA] 226014 2009.11.21

AR &R - AR ( 11/6~11/12)—E‘E"%%‘?%—K
H(11/13~11/15) - E R HMEL A E

PT INR ZA4] 1.382.2 ZtAsH(Fig. 1).
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Table 2. Patients” Prescription
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2ol PT INRoll ofxl& ¥ - 10 B LD -

Case Herbal (Ginseng
No. prescription Radix(g) Other contents(g)
Bojungikki-tang Gl}{cyrrhizae Radix 4 Astragali Radix 12 'Perilla'e Fqlium 2 Atrallctyllodi's
~dongmu 12 Rh%zoma Alba 4 Agas_:tgches 'Herba 2 Angehcag Gigantis Radix 4 Zingiberis
Rhizoma Recens 6 Citri Pericarpium 4 Zizyphi Fructus 6
Hyangsayanwhi Zingib_eris Rl}izoma S.iccus, /-.\t'ractylodis Rhi.zon.la Alba, Cragaegi Fructusj
Ctang 4 Paconiae Radlx..Amo.ml Xanthioides Eructus, P}nellla}e .Tubelf. Amoml Crdamomi
1 Fructus, Cyperi Rhizoma, Glycyrrhizae Radix, Citri Pericarpium 4
Astragali Radix 6 Amomi Crdamomi Fructus, Poria, Massa Medicata
Fermentata, Hordei Germinatus Fructus, Cyperi Rhizoma, Magnoliae Cortex,
Boikyangwhi 9 Citri Pericarpium, Pinelliae Tuber 3 Atractylodis Rhizoma Alba, Dioscoreae
-tang-gagam Rhizoma, Amomi Xanthioides Fructus, Crataegi Fructus, Glycyrrhizae
Radix 4 Alpiniae Fructus, Saussureae Radix 2 Zingiberis Rhizoma Recens,
Zizyphi Fructus 6 Polygalae Radix, Acori Graminei Rhizoma 4
Bojungikki-tang Ast'ragali Radix 6' Angglicae Gigantis 'Radix', Citri Pericarpium, Cimicifugge
19 -oabackeamiameh A Rhizoma, Bupleuri Radix 2 Atractylodis Rhizoma Alba, Glycyrrhizae Radix,
sabacagamjamciieon Bombyx Corpus, Gastrodiae Rhizoma, Uncariae Ramulus cum Uncis, Paeoniae
ajogudeungbackjakyak Radix 4
Bojungikki-tang Glycyrrhizae Radix 4 Astragali Radix 12 Perillae Folium 2 Atractylodis
13 ~dongmu 12 Rhizoma Alba 4 Agastaches Herba 2 Angelicae Gigantis Radix 4 Zingiberis
Rhizoma Recens 6 Citri Pericarpium 4 Zizyphi Fructus 6
Astragali Radix 6 Amomi Crdamomi Fructus, Poria, Massa Medicata Fermentata,
Boikyangwhi H'ordei. Germinatus Fructus, Cyperi Rhizoma, Magnol@ae Cortex, Citri Pericarpium,
1-4 “tang 2 Pinelliae Tuber 3 Atractylodis Rhizoma Alba, Dioscoreae Rhizoma, Amomi
Xanthioides Fructus, Crataegi Fructus, Glycyrrhizae Radix 4 Alpiniae Fructus,
Saussureae Radix 2 Zingiberis Rhizoma Recens, Zizyphi Fructus 6
Hyangsaukeun Cyperi Rhizoma, Magnoliae Cortex, Atractylodis Rhizoma Alba, Poria, Pinelliae
2-1 ot 3 Tuber, Citri Percarpium, Amomi Crdamomi Fructus 6 Amomi Xanthioides
Jatang Fructus, Saussureae Radix, Alpiniae Fructus, Glycyrrhizae Radix 3
99 Ukgunja-tang A Pinelliae Tuber, Atractylodis Rhizoma Al]oa: Zingibe?is Rhizoma Recens,
Zizyphi Fructus 6 Glycyrrhizae Radix 2 Citri Percarpium. Poria 4
31 Shihogyeji-tang A Bupleuri Radix, Pinelliae Tuber 8 Cinnamomi Ramulus, Scutellariae Radix,
Zingiberis Rhizoma Recens, Zizyphi Fructus 4 Glycyrrhizae Radix 2
Cyperi Rhizoma 10 Citri Percarpium 5 Pinelliae Tuber, Ponciri Fructus,
) Gamiondam-tang 3 Bambusae Caulis in Taeniam, Poria, Bupleuri Radix, Ophiopogonis Radix,
Platycodi Radix 3 Glycyrrhizae Radix 2 Zingiberis Rhizoma Recens, Zizyphi
Fructus 6
Ziziphi Semen 20 Cyperi Rhizoma 9 Citri Percarpium 5 Angelicae Gigantis
Cwininaanshim Badix. Longanae Arillqs 4 Pinemae Tulber, Ponciri. Fructps. Bambusge Cau}is
33 tang 3 in Taeniam, Glycyrrhizae Radix, Poria, Bupleuri Radix, Platycodi Radix,
Ophiopogonis Radix, Polygalae Radix 3 Zingiberis Rhizoma Recens, Zizyphi
Fructus 6
3-4 Saengpe-san 10 Ophiopogonis Radix 20 Schizandriae Fructus, Scutellariae Radix 1
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Fig. 1. Progress of PT INR* (CASE 1-1. 1-2. 1-3. 1-4)
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*PT INR : Prothrombin Time Internatinal Normalized Ratio

(CASE 1-2)

DA 9300 (F/83)

2) A
Multiple Cerebral infarction(due to embolism)
Hemorrhoid s/p TKR(Lt. Knee joint)

3) A
1594 Appenditis ¢ ¥ Fd9 F 2~3d
A& Osteoarthritis® 2009.7.17 A A2 9ol
A $2A188 % 3 multiple embolism. .2 Mental
stuporous state, Dysphagia, Dysuria, Quadriplegia,
Seizure Ay sle] X gwielrl sk E 98 7
soedd shdeow Ade 29 98 A
A Ao E PT INR €4 5oz 2
FAHA R

4) W85 7|17k + 2009.9.2~2009.9.6

5) Warfarin Dose : 2mg A

6) gkef X
i A R 0 e R R g i 7444 (9/2~9/6)
© A% 4g(Table 2)

7) okeF A 1 9/2~9/6
Baclofen(Skeletal Muscle Relaxants) 20mg 33]/Y
Phenytoin( Antiepileptics) 200mg 33]/%
Ranitidine( Agents for Peptic Ulcer) 150mg 23]/Y

8) PT INR 3}
2009.9.2 PT INR 374 A 1.6391A1 2009.9.5 1.47,
2009.9.6 1.43% A3 (Fig. 1)

(CASE 1-3
DA ™ eloo (F/73)
2) At
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Cerebral infarction Atrial fibrillation Hyperlipidemia
Hypertension

3) A
2009.2.28 71%A] Rt. hemiplegia, Aphasia 24
ste] el gdste] Azwgrt 2009.3.3 7
ot Addste] Az F 2009.4.30 g
WA g st B4 gddsilon, o4 A
Warfarin £ <454 #8494 PT INR
A3 A5 AR5

4) W5k 7|7k & 2009.04.30 ~2009.05.06

5) Warfarin Dose : 5mg %]

6) greF At
iR G- R (4/30~5/6) © A% 12g(Table 2)

7) ¥k Ak 4/30~5/6
Saccharomyces cerevisiae Hansen CBS 5926
(Intestinal Antiseptics) 250mg 33]/<
Citrulline malate(Other Metabolic Agents) 3g 3
3/4
VitamedinTM( Multivitamins) 50mg 33]/<Q
Carduus marianus ext.(Agents for Liver Disease)
339.4mg 331/4
Acetylcysteine(Expectorants) 200mg 33]/<
Pregabalin(Anticonvulsants) 75mg 331/
Milnacipran HCl(Serotonin Norepinephrine Reuptake)
50mg 13/¥
Acetyl-L-carnitine(Other CNS Drugs) 500mg 2
31/
Lansoprazole 1omg 13]/9, Ecabet sod.(Agents
for Peptic Ulcer) 1g 231/¥
Triazolam(Hypnotic & Sedatives) 0.25mg 13]/4

8) PT INR 3}
2009.430 PT INR ZAAl L7eA 2009.05.04
1.48, 2009.05.06 1.312 Z}Astd(Fig. 1).

(CASE 1-4

DA % :AH00 (M/69
2) A=k

680

Q3 - 10 2D -

Midbrain & Cerebellar infarction Atrial fibrillation
Deep Vein Thrombosis

3) Ayd
2009.2.1 Midbrain & Cerebellar infarction 4
st &4 7SR ICUANAM A8 e 5
2009.2.17 1 = A3s|ogsd sy el 44
AL o) F wiz ARA wAsle] 2009.2.21 &3
71 W 2t Transfer o] % 4 A3kl 2009.3.4
g A9 <371 i 22 Warfarin
£ A fA3HA PT INR 4&3]
AH T )SE

4) B-L5EF 7|7k & 2009.03.04 ~2009.03.12

5) Warfarin Dose : 5mg %]

6) gtef AW
WEERH(3/4~3/12) © A% 4g(Table 2)

7) ¥k AW 3/4~3/12
Amiodarone HCI(Antiarrhythmics) 400mg 13]/¥
Alprazolam(Tranquilizers) 0.25mg 33]/4
Atenolol(Antihypertensive Drugs) 25mg 13]/¥
Aspirin(Antiplatelets) 100mg 13]/4
UnasynTM(Antibiotics) 375mg 33]/<

8) PT INR %3}
2009.34 PT INR ZAA 281914 2009.3.10
3.57, 2009.3.12 3.852 713t (Fig. 1)

2. "REBEFEmMEA S

(CASE 2-1>

DA %700 (F/79

2) A=
Cerebral infarction Hypertension Atrial fibrillation
Urinary Tract Infection

3) AWy
2009.9.4 Lt. hemiplegia, Dysestheisa, Dysarthria
HHste] 734l wEste] Rt. MCA infarction
Ay 949 A8 ¥ RCA® stenosis #7415
°] stent insertion A3 ¥ 2009.9.25 E|13}
kA g praak sl on, 4 ¥ o 2%



4)
5)
6)

7)

7} Warfarin 45mg =83k PT INR & A
H, 2009.11.16~2009.11.20 Fidis, NERES
3 WastHM s PT INR 1.8~1.842 & #4
BT AT, 2009.11.20 ~2009.11.2400 & /R
B B4 2152 97 2Ulslgeod o
Axw nn|steld

w4-=ok 717k ¢ 2009.11.24 ~2009.11.30
Warfarin Dose : 4.5mg A

ghoF A

FWANETH(11/24~11/30) © AZ: 3g(Table 2)
ofef A ¢ 11/24~11/30

Tamsulosin HCl(Agents for Benign Prostatic
Hyperplaisa) 0.2mg 13]/¥

33

31
29 299
27 -~
e ~
25 — sl
23 s
21 315
10 = —PTINR
C | T84 I
17 |
15
© ® N o > © % S
O O S S
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& & 0‘”:\/ & &
S § o S S
v 0% Vv v 0%

s 2 A
o o o
L L N
S
Mahwang | Sochungryong | Hyangsaukgun-jatang
-tang -tang
Warfarin 4.5 mg

CASE 2-1.

Fig. 2. Progress of PT INR* (CASE 2-1. 2-2)
*PT INR: Prothrombin Time Internatinal Normalized Ratio

(CASE 2-2)

D
2)

A 300 (F/64)
A

Subdural Hematoma Hydrocephalus Hypertension
Pulmonary thromboembolism

20974 ARA Aol 28l & A3z
<A WHEste] Traumatic SDH zl%h wt
& A3 320001013 g st g

)

4

al
b

33
31
29
2.
25
23
21
19
L7
15

4)

-~

BT MR - HPY - BYE - E7|2 - YN

A

Bethanechol Cl(Autonomic Nervous System
Drugs) 50mg 23]/

Cilnidipine 10mg 131/, Carvedilol(Antihypertensive
Drugs) 6.25mg 13/<
Acetyl-L-carnitine(Other CNS Drugs) 500mg 2
3/9

Atorvastatin(Agents for Arteriosclerosis) 10mg
131/4

PT INR ®H3}

NEFEES B85k 2009.11.20 L84olM Fp
ANETFHS 55 /WA 2009.11.24 2.15, 28|31
2009.11.307HA] E-8-3F Fell&= 2992 F7F319
o} (Fig. 2).
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CASE 2-2.

Hedoz sS4 Pl Warfarin
£-83}%) ¢kgtov}, Pulmonary thromboembolism
o Hsted 2009.10.23%E EF7) W Autez
Warfaring 5-8317] A|2glem, o] & 247
7 AR 2009118 S ol F AE T A
BHEE( W estdA = PT INRO 343 w3}
$91-2-(2009.12.17 1.67, 2009.12.21 1.77, 2009.12.25
1.68, 2009.12.31 1.67).

w820k 717k ¢ 2009.12.30 ~2010.01.07
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5) Warfarin Dose : 4mg %]

6) gref A
ANETHMSTER(12/28~1/4)-~ETH
(1/5~1/14) = A%t 4g(Table 2)

(M3 oA HEZE NE TN G
W44 PT INR & $A45%%)

7) oFeF Awk : 12/28~1/14
Dried ivy leaf ext.(Antitussives) 2lmg 33]/¥
Sod. valproate(Antiepileptics) 360mg 3%]/%
Acetyl-L-carnitine(Other CNS Drugs) 500mg 1
31/9
Saccharomyces cerevisiae Hansen CBS 5926
(Intestinal Antiseptics) 500mg 33]/¥
Amlodipine besylate 5Smg 23]/49, Valsartan
(Antihypertensive Drugs)160mg 131/

8) PT INR #3}

ANEFE I B RHESEC WS-8k 2009.12.30 1.67
oA 2009.12.21 1.77, 2009.12.25 1.68, 2009.12.31
L672 2 fA=E7E 20100105 AETiHS
WA 3 2010.01.07 2.26, 2010.01.14 3.22 7}
st vk (Fig. 2).

3. 7|

R

DA 9 :F00 (M/59)

2) AH
Anoxic brain damage Hyperlipidemia Atrial
fibrillation. Old Myocardial Infarction

3) A
2008.9.8 MIZ 28A A egsdelA CPR A
8 % Anoxic brain damage A ghit3 oA
o7 Ayt 743 add Aot
A s ¥R F IS Yske] 2009.10.30
A A A Aot 9 FA] Warfarin
4% A FA5HA PT INR 2 W3} 9

4) ‘5‘3% % 7|7+ © 2009.10.31 ~2009.11.05

10
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5) Warfarin Dose : 4mg %]
6) gtef AW
SRR (10731 ~11/05)
7) ¥k AW 10/31~11/05
Digoxin(Cardiants) 0.125mg 13]/¥
Diltiazem HCI(Antihypertensive Drugs) 90mg
131/
Omega-3-acid ethyl ester(Agents for Arteriosclerosis)
1000mg 13]/¥
8) PT INR %3}

24 49 A Aol A3 PT INR
A3} 2009.10.16 1.99, 2009.10.18 1.78, 2009.10.24
1.81. 2009.10.28 1.64. Tz 49 oedal
20009. 1031 139 dovt, oY = LGS
w48k & 2009.11. 05 2752 Z7Vsk ek (Fig. 3)

© A% 4g(Table 2)

CHIR R NE S >

DA %500 (M/59)

2) A<t SRS [l

3) d4
3L SEERGS [l EiERE 58 $
2009.1.07%8 FiREckine= WA F 2009.
11 18742 Warfarin $3-2 dASA $-435H

3t ont, PT INR-4 w37} 9lee.

4) ‘%‘%Erc—’* 717k + 2009.11.19 ~2009.12.24

5) Warfarin Dose : 4mg 7|

6) greF A}
IORIEMES (11/19~12/24) = A#Z: 3g(Table 2)
) okeF Ak ¢ 11/19~12/24
Digoxin(Cardiants) 0.125mg 13]/¢
Diltiazem HCI(Antihypertensive Drugs) 90mg
131/4
Omega-3-acid ethyl ester(Agents for Arteriosclerosis)
1000mg 13]/4

8) PT INR 3}
2009.11.07 ~2009.11.187kA] FhmEkk = 43t
mA PT INRe] 2009.11.07 2.14, 2009.11.11 1.68.

1% o



2009.11.13 2.09, 2009.11.16 2.13, 2009.11.18 2.37=
Z W3} ¢lo] Therapeutic doseS A 3FHA
A=A 2009.11.19 MkiRIES S 5-43517] Al
Zgk 3 PT INRe] 2009.11.20 2.27, 2009.11.22 2.16,
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Fig. 3. Progress of PT INR* (CASE 3-1. 3-2. 3-3. 3-4)
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*PT INR: Prothrombin Time Internatinal Normalized Ratio
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