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##5474174530 : MAJOR MEDICINE

KEYWORDS : RABIES VACCINE/STEROID/IMMUNE RESPONSE
ORAPIN LERTVANNAVIT :IMMUNE RESPONSE TO RABIES VACCINATION IN
VOLUNTEERS WHO TAKE STEROID MEDICATION. ADVISOR: PROF. THERAPONG
TANTAWICHIEN M.D., CO-ADVISOR: SUDA SIBUNRUANG M.D., 70 pp.

BACKGROUND: Alteration in immune function among patients who take steroid medication may
affect the responsiveness of vaccination. Rabies is a life-threatening disease but it can be prevented by vaccination
which is highly effective in healthy population but not in the case of immunodeficiency condition such as
HIV/AIDS patients . Interestingly, the responsiveness of the current rabies vaccination in patients who take
steroid medication have never been examined before. This was the first study which was done in patients who

take steroid medication .

Objective : to study the response of post-exposure rabies intradermal vaccination in patients who take

steroid medication

Method : The non-controlled clinical trial was carried out in 17 patients who take steroid medication. All
participants received Modified Thai Red Cross post-exposure rabies vaccination . Rabies neutralizing antibody

(Nab.) titers were determined by the rapid fluorescent focus inhibition test on day 0, 14 and 90

Result : One from seventeen patients who already had significant Nab. titer at day 0 was excluded. The
response rate was defined by the proportion of the patients who had protective antibody titer greater than 0.5
[U/ml at day 14 .Thirteen from sixteen patients developed protective antibody titer above 0.5 IU/ml . The
response rate 81% and mean Nab titer (GMTs) was 2.63 IU/ml (range 0.34-21.95 IU/ml) at day 14 . Thirteen from
fifteen patients developed protective antibody titer above 0.5 IU/ml. The response rate 86% and mean Nab. titer
(GMTs) was 2.30 IU/ml (range 0.28-22.63 TU/ml) at day 90. The correlation between antibody level day 14 and
patient characteristics were underlying disease (skin disease) and duration of steroid medication more than 1 year.
Dose of steroid had an inverse correlation with level of Nab. in day 14 and day 90. No serious adverse reactions

had been reported during the experiment

Conclusion : Patients who take steroid medication reduce protective immunological response after
intradermal post-exposure rabies vaccine at day 14 post-immunization.
Department .................. MediCine. ....oeuveeiiiiieiieiiiieieeaa Student’s Signature ............ccoevuiiiiiiina..
Field of Study ...........Medicine..............cocoeeviiiiiinniiinnnnnn. Advisor’s Signature..............cooeeiiiiiiininnn.

Academic Year...........coceeeennnie 2012, Co-advisor’s Signature..............c.ceoeeeinenen...
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RIG. Rabies immunoglobulin

HRIG. Human rabies immunoglobulin
ERIG. Equine rabies immunoglobulin

Nab. Neutralizing antibody

COPD. Chronic obstructive pneumonia

RA. Rheumatoid arthritis

SLE. Systemic lupus erythematosus

ITP. Idiopathic thrombocytopenia purpura
PCP. Pneumocystis carinii pneumonia,

Pneumocystis jiroveci pneumonia

GBS. Guillain-Barré syndrome
AIHA. Autoimmune hemolytic anemia
BCG. Bacillus Calmette-Guerin
WHO. World Health Oraganization
RNA. Ribonucleic acid

DFA. Direct fluorescent antibody
MIT. Mouse inoculation test

MNT. Mouse neuroblastoma test
PVRV. Purified vero cell rabies vaccine
MMF. Mycophenolate mofetil

RFFIT. Rapid Fluorescent Focus Inhibition Test
TNF. Tumor necrosis factor.

MTX. Methotrexate
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(10, 28)
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Standard intramuscular regimen

Dose: one IM dose (1.0 or 0.5 ¥8.) into deltoid muscle

Day 0 3 7 14 28

|| | | | s
T 5 visits

+ Rabies immune globulin

2-1-1 intramuscular regimen (2-1-1)

Dose: one IM dose (1.0 or 0.5 U@.) into deltoid muscle
Day 0 7 2

Sites %2 %l xl

l l l 4 vials
T 3 visits

+ Rabies immune globulin

Dose: 0.1 ¥a. ID per site Tav Iaduiinamusasianion 0.7 10/0.1 ua.
Day 0 3 7 28 90
Sites  x2 x2 x2 xl xl1

l l l l <2 vials

5 visils

+ Rabies immune globulin
Modified 2- site intradermal regimen (2-2-2-0-2-0)
Dose: 0.1 ¥a. ID per site TavSnduiinnuusaedianion 0.7 10/0.1 va.
Day 0 3 7 28 90
Sites  x2 x2 x2 x2
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4 wisits

+ Rabies immune globulin

B-site Intradermal regimen (8-0-4-0-1-1)

Daose: 0.1 W@, ID per site
Day 0 7 28 90
Siles X8 x4 xl xl

l l l <2 vials

5 visits

+ Rabies immune globulin
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MANUIN U
CASE REPORT FORM
Forurmana
fiog
e InsAano
Check list

Inclusion criteria
__1. subject aged 18-60 years of age
_ 2. subject is taking steroid medication
_ 2.1 equivalent dose at least 20 mgs. of prednisolone for duration at least 21 days or
_2.2 accumulation equivalent dose prednisolone 700 mgs. and now is taking equivalent
dose at least 10 mgs
__3. subject was informed about the study and signed the informed consent form

__4. subject is able to comply with the follow-up schedule of the protocol

Exclusion criteria

__1.Reported history of previous rabies immunization

___2.Known allergy to rabies vaccine

___3.Contraindication for intradermal injection

__4.Subject has received chemotherapy 2 months prior to this study
__5.Subject is taking chloroquine or other anti-malarial treatment
__6.History or physical examination compatible with HIV infected subject
__7.Subject was diagnosed lymphoma

___8.Subject who are pregnant and breastfeeding
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Headache

Fever

Nausea

abdominal pain

muscle aches

Dizziness

Other 521
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MANUHIN A

HANIBNINTIVIATZAD Rabies neutralizing antibody 1835 RFFIT

o " Aad DA . . Y Y} = ~ 3 ~ Y]
GI’J’E]EJN"H?M%@QF;IJTJ’JEJ%%QT] inactivate A8AIUIDUN 56 DIAUB ALK YT vﬂunm 30 HUIN Tﬂﬂlﬂ)’

I o o I { 1
2% bovin serum Hudiazarslmiuasazaieniniui@eaa 2 M (two fold) 1 96-well

a

tissue culture plate UAINENAI0 standard strain of rabies t@2%11115 incubation ﬁqmwﬂm 37 93

U

v
ragea’lu 5% CO, incubator WU 90 U 91UUTE 1.5 x 10° cell/ml of Baby Hamster Kidney-

a

° . . 1 Q) & 1 °
21 18291M3 incubation ol ural 20 ¥ Tusiguugll 37 eeruaaiFod 1013 fix plates A0

QU

80% Acetone LiQY Stain ﬁ’a& Fluorescene isothiocyanate(FITC) INOAANAN Antirabies Sgllilﬂm'i

a

conjugation U1 30 WHNQaMYI 37 DIAUFAIFTHA 11IN15ATIVAOVAY Fluorescent microscope
1 Yo 1 L) 4 — [l 9 o 3 A 1
iaaE well ﬁlz"lmumsmu 8 field DINVLBDA positive cell ’EJEJN“IJE)EJL%'Q'GKIM field GL@’Iﬂﬁ"IiJﬂ’E)?T
positive 19 50% inhibition of fluorescence tazfUIUIAGITVDY Reed and Muench neutralizing
antibody Tasld WHO Standard Immune serum (Paul-Ehrlich-institute Tollwut-Standard-Serum

I o a [l v Ao 9 <3| 3 . . eyqeqe
ws3) WuaTudreds nvedans s ldezeonunily international unit per milliliter (IU/ml)

Principle : RFFIT &FAVN

Serum (*+ Ab), serial dilution

l

Rabies Virus (CVS11)

90 min. negative

Un-neutralized virus + BHK-21

20-24 hr

Acetone fixed positive

Reading
Anti-rabies-FITC
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