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A Case Report of Valproic Acid-Induced Tremor by Korean Traditional Medicine

Hansol Jang, Yu-bin Ha, Seung-hyun Jung
Dept. of Korean Internal Medicine, Dongguk University Budang Korean Medicine Hospital

ABSTRACT

A DB6-year-old male patient with a sudden onset of tremor and involuntary movement of right upper and lower extremities,
head, and voice was diagnosed as having a drug-induced tremor, with valproic acid being the culprit drug. The patient had
undergone admission treatment at an internal Korean medicine department with herbal medicine according to constitutional
diagnosis, acupuncture, moxibustion, cupping, and rehabilitation. The change in the severity of tremor was assessed with the
Fahn Tolosa Marine scale. After discharge, the patient took herbal medicine for two more months. After 20 days of admission
and 2 months of treatment with herbal medicine, the patient's tremor improved. In this case, the patient with valproic acid -
induced tremor showed improvement in symptoms after 20 days of hospitalization and further reduction of tremor and
improvement of quality of life were confirmed through follow-up for 2 months.
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Table 1. Medication History
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Drug name Substance Usage
Prescription from Internal Medicine Clinic
Glimepide Tab. 2 mg glimepiride 2 mg bid*
Meforlin Tab. 500 mg® metformin HCI 500 mg bid
Guardlet Tab. 100 mg® anagliptin 100 mg bid
Rocotan Tab. 50 mg’ losartan potassium 50 mg qd’
Rosuvat Tab. 10 mgt rosuvastatin calcium 10 mg qd
Disgren Cap. 300 mg® triflusal 300 mg ad
Promag Tab. 500 mg® valproic acid 500 mg ad
Sleepell Tab.! diphenhydramine HCI 25 mg hst
Stilnox Tab. 10 mg' zolpidem tartrate 10 mg hs
Prescription from Local Pharmacies
Aron Tab.f doxylamine succinate 25 mg hs
Danzamin Tab.” diphenhydramine HCl 25 mg hs

Zolimin Tab.!

diphenhydramine HCl 25 mg plus acetaminophen 500 mg combined hs

*bid : two times a day, tqd : once a day, ¥hs

. at night. §Glimepide tablet, Meforlin tablet, Guardlet tablet, Rocotan

tablet, Rosuvat tablet, Disgren tablet and Promag tablet were constantly prescribed from internal medicine clinic since
the onset of cerebral infarction at 1998. | Sleepell tablet and Stilnox tablet were additionally prescribed from internal
medicine clinic since February, 202X due to insomnia. YAron tablet, Danzamin tablet, and Zolimin tablet were not
prescribed from internal medicine clinic but were prescribed from multiple pharmacies due to persistent insomnia, thus

exposing the patient to excessive antihistaminergic medication.

The patient was taking all of the medications above at the time of admission at 202X.04.13, except Sleepell tablet,
Stilnox tablet, Aron tablet, Danzamin tablet, and Zolimin tablet, which were withdrawn after syncope at 202X.04.05.

77]' v
g 9 F XS E s 4dF FAe 4 oF
A 3 e U bR

3 3. 49
VPAZ S4stel Rel2 Fusiac 99 A=

717 Fb Bl d A A B} 20X
044 139, 202X 04€ 194, 202X 059 04%
9 59 D) A ) A9 Bk 202K
054 154, 202X+ 054 299, 202X 069 12¢,
X4 079 1099 o] Fol ek 34 #3 %
F 18 o4 A W nAe U4 53T

1321



Valproic Acid 02 ISt ofolM Wzl Sixtel st X2 A& 13

Eslo] AubE Sk 28 oJRZ sl
dd 71zE F gk AN 202X 49 139~
202X 59 4d7HA, # 15 g, HE 15 g WEA
8g HE 75g KRETHg £E5Hg RES g
& 5 g & 5g HA4% 5 g HEE S g /D
7 4 g AL 4 g AERR 4 g #HER 4 g BEE 25
g, WR 25 ¢ AL 25 g AL 25 g WM 25 ¢
% g Aoz dlo MY 3HE 4T o] |
27 120 mlE BAske] v A F 30 F % 5
o Ao FAH HY F A LT A
F 3 HHE el A FIPHeE E45
ek A Azl A AES RE#EKS
FHEAAERES] figx 2 GV20(F®) EX-HN
(DY) S-o19dem, 0.20x30 mm #7119 2~Hlel
g])\ )\% 17‘] )Eul-z] ;q]xl ol;].g_ iz])
£ AHSbe 19 23], 208 B FAE L &
3 g 3xke ewji EREEEMSS ot
5~10% %o f¥oz 19 13 #4890kl
Z, W73 3 A7 ok, B A8 CVI2(Hh
fit) 2 CV4( F'EJTE)oﬂ 1€ 13] 308 5o Al
FTFEEST7], $5) = o83l 2433
=3 2L Aot ot} WE Y o] F
229} deiX g E F 39, 3084 28
. A d3t X8 Frhay
Fahn Tolosa Marin rating(FTM) scaleg o]
sle] "ol 3t A8 AHE Frisideh FTM
scale> EefA =2 (essential tremor)d] HEE
ZA3s7] 93 Hxoldh Y = part Al
M s Be A (R S Ae mE, 5
AA, $5 sHAD el Hgt A Al F 5 A E
g AZ A=E e, part BollAE 227]
(handwriting), 2% Z2]7](drawing), 94 *
7] (pouring water) 2 AFA 9] F2F Al 99&
7k}, 222 part CollAE 238}7] (speaking),
AJAb Al $A A-(feeding, bringing liquids to
mouth)ol i3t 3 2 A fA, £ 47 5

1322

N

off

9 7] 58 3tz e 5 gt
2 Z# oM part A, part B¢} part C
speaking, feeding, bringing liquids to mouth <
sol djgt H71E 3ok FTM scale®] AHAI &t
A4 71%< appendixel HAHsAT S 2L
3 9 AL 9 A8 e F A e
2 I o B R g 2 o S 4 R
%—‘?‘—%«‘47& A8l A HEE 1022 713}
FHH Z=4 3HEE (Global Assessment Rating
(G/M)Z H7tskde

L9 A A

Fig. 12 202X4 049 139 49 FHE 202Xd
079 104747 A& A& 2okt timeline©. 2,
FTM scale®] A% A4 w3 Fig. 1o £7]3}
AH(Fig. 1).

D4 H

(D) 49 13LRIY A = 3 44 9 319
RRREECRERVRELCRE

o W$ FHsedch =¥ 1Y 227, ®
W27), ¢4 AR % 71 2 e elg
5o AUEE

i}

<

$4% A AR 9YoR st Sl
Wl
A

r—‘."~

(2) 4% 199 :

o] }Jr-?% %117} 7Fsdtsdet. 5 Al 2ol
Y= 3z} T sz} T3 50%7F
F9 ZAEE Hena Addsigld T2y
5 A st "3 A @Ae f1-A
Hpem A3 AAb Al e Bzt
o3t 715 A A4 o 23 Al=r)
E7hs sl



BlatE - of7l - Z5E

Complications : Tremor of Right Upper and Lower Extremity, Head, Voice

Visited ER after Sudden Collapse 202X.04.05 FTM Scale At Admission
Diagnosed as Side Effect of Excessive Sleeping Part A: Head : 4 ; Rt. U/Ex. (P/K) : 4/4 : Rt. L/Ex
Pils Admission (P/K) : 4/4
Admitted to Korean IM department 202X.0413 ———— | part B & C : Handwriting : 4; Drawing : 6; Pouring
Discharged Valproic Acid Water : 3; Speaking : 3; Feeding 4; Bringing Liquid
to Mouth : 2
T';“_mem FTM Scale 1 Week into Hospitalization
uring
Hospitalization 202X.04.19 Part A: Head :4->1; Rt. U/Ex. (P/K) : 4/4 ; Rt. L/Ex.
1. Herbal Medicine (P/K) = 4/4
120ml tid Part B & C : Handwriting : 4; Drawing : 6; Pouring
2. Acupunture bid Water : 3; Speaking :3->1; Feeding: 4; Bringing

3. Moxibustion qd
Liquid to Mouth : 2

4. Cupping qd
For 20 days Distira: FTM Scale at Discharge
202X.05.04

Part A: Head:1->0; Rt. U/Ex. (P/K): 4/4->3/3 ; Rt.
L/Ex. (P/K): 4/4->1/4

Part B & C : Handwriting: 4->2; Drawing: 6->4;
Pouring Water: 3->2; Speaking :1; Feeding: 4->2;

202X.04.13~202X.05.03

Herbl Medidne Bringing Liquid to Mouth: 2->1
Treatment Continued
FTM Scale at 1st F/U
202X.05.15 —— Part A: Head:0; Rt. U/Ex. (P/K): 3/3->2/2 ; Rt. L/Ex.
(P/K): 1/4
Treatment Part B & C : Handwriting: 2; Drawing: 4; Pouring
After Water: 2; Speaking :1; Feeding: 2->1; Bringing
Discharge Liauid to Mouth: 1
Herbal Mediding 202X.0529 — | FTM Scale at 2nd F/U
120ml tid Part A: Head: 0; Rt. U/Ex. (P/K): 2/2->1/1 ; Rt.
L/Ex. (P/K): 1/4->1/3

Part B & C : Handwriting: 2->1; Drawing: 4;
Pouring Water: 2->1; Speaking :1; Feeding: 1;
Bringing Liquid to Mouth: 1

202X.05.04~202X.07.10

202X.06.12 74' FTM Scale at 3rd F/U : Equivalent to 2nd F/U Score

FTM Scale at 4th F/U

Part A: Head:0; Rt. U/Ex. (P/K): 1/1->0/0 ; Rt. L/Ex.
(P/K): 1/3

202X.07.10 Part B & C : Handwriting: 1; Drawing:4->2; Pouring

Water:1->0; Speaking:1->0; Feeding:1->0; Bringing
Liquid to Mouth: 1

Fig. 1. Timeline of treatments and outcomes according to Fahn Tolosa Marin scale.

ER : emergency department, IM : internal medicine clinic, FTM : Fahn Tolosa Marin scale, Rt. : right, U/Ex.
. upper extremity, L/Ex. : lower extremity, P : postural, K : kinetic, tid : three times a day. bid : two times a
day. qd : once a day, F/U : follow up

During 20 days of hospitalization, the patient received herbal medicine with acupuncture, moxibustion, and
cupping therapy. After discharge. the patient maintained taking the same herbal medicine prescription for 2 more
months. Score changes of Fahn Tolosa Marin scale were checked at admission, a week after hospitalization and
at discharge. Follow-ups were done four more times at 202X.05.15, 202X.05.29, 202X.06.12. 202X.07.10.
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DRAWING A

DRAWING B
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DRAWING A

DRAWING B

202X.04.13
Fig. 2. Archimedes spiral drawing and line drawing for the assessment of Fahn Tolosa Marin scale part B

“Drawing”.

202X.07.10

At admission, score for “drawing” category was 6 (3 points for spiral, 3 points for line). The patient accomplished
the task with great difficulty. While attempting to draw spiral line, the patient dropped the pen few times due
to extreme tremor. At 202X.07.10, score for “drawing” category was 2 (1 point for spiral, 1 point for line). The
patient displayed slight tremor with occasional errors. Compared to drawings done at 202X.04.13, number of
errors decreased significantly.
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[Appendix 1] Definitions of Fahn Tolosa Marin Tremor Scale”

Category

Scoring method

Tremor

(Part A)

1) At Rest (in repose). For head and trunk when lying
down

2) With posture holding (Upper extremity : arms
outstretched, wrists mildly extended, fingers spread
apart: lower extremity: legs flexed at hips and
knees, foot dorsiflexed: tongue: when protruded:
head and trunk: when sitting or standing)

3) With action and intention (Upper extremity: finger
to nose and other actions: lower extremity: toe to
finger in a flexed posture)

Scoring : 0=None: 1=Slight (amplitude <0.5 cm). May
be intermittent: 2=Moderate amplitude (0.5-1 cm).
May be intermittent: 3=Marked amplitude: 4 =Severe
amplitude ()2 cm)

Handwriting

(Part B)

Test each hand, beginning with the lesser, without
leaning the hand or the arm on the table.

Scoring : 0=Normal: 1=Mildly abnormal. Slightly untidy,
tremulous: 2=Moderately abnormal. Legible, but with
considerable tremor: 3=Markedly abnormal. Illegible:
4=Severely abnormal. Unable to keep pencil or pen on
paper without holding hand down with the other hand.

Drawing

(Part B)

Test each hand, beginning with the lesser, without
leaning the hand or the arm on the table.

Scoring : 0=Normal: 1=Slightly tremulous. May cross
lines occasionally: 2=Moderately tremulous or crosses
lines frequently: 3= Accomplishes the task with great
difficulty. Many errors: 4=Unable to complete drawing

Pouring Water

(Part B)

Use firm plastic cups (8 cm tall), filled with water to
lem from top. Ask patient to pour water from one
cup to another. Test each hand separately.

Scoring : 0=Normal: 1=More careful than a person
without a tremor, but no water is spilled.; 2= Spills
a small amount of water (up to 10% of total amount):
3=Spills a considerable amount of water (>10-50%):
4="Unable to pour without spilling most of the water

Speaking
(Part C, This includes spastic dysphonia if present. )

Scoring : 0=Normal: 1=Mild voice tremulousness
when “nervous”: 2=Mild voice tremor, constant:
3=Moderate voice tremor: 4=Severe voice tremor.
Some words difficult to understand

Feeding
(Part C)

Scoring : 0=Normal: 1=Mildly abnormal. Can bring
all solids to mouth, spilling only rarely: 2=Moderately
abnormal. Frequent spills of peas and similar foods,
May bring head at least halfway to meet food:
3=Markedly abnormal. Unable to cut or uses 2 hands
to feed: 4==Severely abnormal. Needs help to feed.

Bringing liquids to mouth
(Part C)

Scoring : 0=Normal: 1=Mildly abnormal. Can still use
a spoon, but not if it is completely full. : 2=Moderately
abnormal. Unable to use a spoon: 3=Markedly
abnormal. Can drink from cup or glass, but needs 2
hands: 4==Severely abnormal. Must use a straw
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