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Porphyria with Liver Dysfunction : Report of Two Cases and
Cimetidine Therapy

Shinichiro Yamamoto

Two cases of porphyria with liver involvement were reported and the effects of
oral cimetidine administration was also examined. Case 1 was a 57-year-old man
who was admitted because of redness and photosensitivity of his face. His urinary
uroporphyrin level was elevated to 2200 xg/l1 and a moderate increase in serum
transaminases was noted. Phlebotomy reduced urinary uroporphyrin and liver
function improved. Case 2 was a 74-year-old woman who was hospitalized because
of jaundice. She had been photosensitive for the past two years before admission.
Her serum bilirubin level was 13.9 mg/dl with elevation of biliary tract enzymes.
Her erythrocyte protoporphyrin level was markedly elevated to 16,227 ug/dl. The
patient was died as a result of hepatic failure one and half years after admission.
Thus, case 1 was diagnosed as porphyria cutanea tarda (PCT) and case 2 as
erythropoietic protoporphyria (EPP). Cimetidine, a histamine H,-receptor antago-
nist, was administered to both patients at doses of 800 mg/day for two weeks.
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Urinary uroporphyrin and erythrocyte protoporphyrin levels were decreased in each

case. Thus, cimetidine may be useful in the treatment of porphyrias. (Accepted on
April 1, 1994) Kawasaki Igakkaishi 20(2) : 131—138, 1994
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Fig. 1. Metabolic pathway of heme cynthesis and related
enzymes
Table 1. Classification of porphyrias
& & % 7 x B B % SR
1. Congenital erythropoietic porphyria CP Uroporphyrinogen Il b
GERMEBEERL 7 14 ) VhE) Cosynthetase
2. Erythropoietic protoporphyria EPP Ferrochelatase DR
(BB 0 b RV 7 4 ) VHE)
3. ALA dehydratase deficiency ALA dehydratase Rl i
porphyria
. Acute intermittent porphyria AIP PBG deaminase %\
(BRI RV 7 4 ) VE)
5. Hereditary coproporphyria HCP Coproporphyrinogen W
GEEMEa 7a RV 7 4V VEE) oxidase
6. Variegate porphyria VP Protoporphyrinogen bl
(BERNL T 4 ) VEE) oxidase
7. Porphyria cutanea tarda PCT Uroporphyrinogen EAD
(WeFAE RNV 7 4 ) 2E) decarboxylase
. Hepatoerythropoietic EHPP | Uroporphyrinogen b
porphyria decarboxylase
(BBEETME 70 bRV 7 4 V) VEE)
‘EBE% : CP, EPP, EHPP (Kappas. A)

FFigEY - AIP, VP, HCP, PCT
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Fig. 2. Changes of face pigmentation and erythema of case 1

a. On admission (1986. 1), Moderate erythema, edema FxAZ=BT 2em fitdn, £
and pigmentation was noted. =

b. Six years later from admission (1992. 6), no skin (=), BRiEs & UK IEER
erosion was noted because of avoidance of sun-exposure. D THRER R R 0

Table 2. Laboratory data on admission of case 1

RBC 379X10* yGTP  581U/1 Na 141 mEq/1

Hb 12.0 g/dl LDH 891U/1 K 3.9mEq/1

Ht 35.7% ChE 264 TU/d1 Cl 104 mEq/1
WBC 5400 GPT 10510/1 IgG 1,863 mg/dl
Plat 10.1x10* GOT 831U/1 IgA 242 mg/dl
SP 8.1g/dl Crn 1.9 mg/dl IgM 154 mg/dl
A/G  0.97 BUN 16 mg/dl S-Fe 133 pg/dl
Alb 4.0¢g/dl UrA 3.6 mg/dl TIBC 281 pg/dl
glb 4.1g/dl Amy 198 1U/1 S. I 47.3%

Bil 0.6 mg/dl ESR 50 mm/h HBsAg (—)

AlP 841U/1 AFP  4ng/ml
Chol 1851U/1 CEA 1.1ng/ml

Urop. 2,200 ug/1 (5-30)
PBG 300 g/l (800>)
Coprop. 4.79 ug/dl  RBC (0.5-2.0)
Urop. 0.00 £g/dl  RBC
fac {Coprop (+)
Protop (—)

urine

{Coprop. 1,840 xg/1 (100>)

blood {
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> 1840 wg/1 LEEIIMEFRD Sz, FRIZIREH
PR UEMNMES 7 %Y T3 & Figure 3 12T
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a7 —Ai (7% —2), Hydrocortisone

Fig. 3.
reddishly under the fluorescent lamp.

Urine on admission fluoresced

left : patient  right : normal control

57 M porphria cutanea tarda

phlebotomy
100 100 100 100 100 ml
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(Fig. 4), RPERVT 4 U AARIGEHZET %
RL, b ERA SN, ZDHREHIZ
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7o, ZORMBXCRET S Z Lidk  EADAL
A OHERIZ ot ERL 4456 H30H
W2 XY 6 FEB) BEOH T X VEINT 2
EWbolz. ZOROMAERMETIE GPT 281U/
1, GOT291U/1, R aRV7 4V > 15 ug/
day (IEH {E2-20), a7aRV7 4V > 74 ug/
day (IEH{E160>) E WwIhdIEFHMBEERL T
7-. EmE b Figure 2b IR T XS5 CUB A, fii
K, BREE IR FEOMM, ARLE IR
W0z, 1212 HCV fitfk (B8 2 1) 3B
T HCVRNA 4 (+), genotype II & (Ep5k 5
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Fig. 4. Clinical course of case 1. Repeated phlebotomy

reduced the uroporphyrin level with clinical improve-

ments.

ABERFERE © &5 140 cm,
f& & 38 kg, Il FE 140/80
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Fig. 5. Face pigmentation and hyperker-
atotic papules were noticed around her
mouth. (case 2)

THREZBREZD . BIEAhEE 3 EAIEERD
Trolz. MHRFENEE IFEDR» o 7.
ABersieER#E (Table 3)

MEEVIVEIF13.9 mg/dl £ FEFEDEE
BH 5N AP, y-GTP & DEEREESR OEN
WEEE TH-7-. HBsAg, HCVAD i3k
TUANVAMFROBEESIEE SN, Ry
ORLVZ ) rBLPITaRVT 4 ) ridn
Fh b hEE o¥EinNE R LARMERF 7 2 Ry
7 4V 316227 pg/dl EBOTEETH -7,
FhO7a bRV T 4 ) > b 481 ug/g dry
weight & IEEEOLIZEL_E DML A &7z,
ABr##%:& (Fig. 6)

AEBoMELE Y VE > O#ERE % Figure 6 12
AT, ARBIMBEYLENXS AiZUHIZ16.7
mg/dl & & 528N % 8 7z 72 & Hydrocor-
tisone 500 mg % BALE LM L7csss 6 H14H %
TIFEMALZ. MELEYVE > IE5.8mg/dl i
KT LK. 7THI3HZ2»S 7 H17TH £ T % ur-
sodeoxycholic acid (UDCA) % 600 mg Z=#&5
THEMEEYLVEV R L AEEL -/
U7, FIEEMEEY L E Y IE 3mg/dl 1K
TU7HA»o11H $ CEHICEERERLZ. 12
Bz IiEE Y VE Y ZE O EAB A S LF
B4 F 1 HI8H 12 13 12.6
mg/dl -7z, AIHELD

Table 3. Laboratory data on admission of case 2
WBC 9,400 GOT 130U
RBC 260x<10* GPT 215U
Hb 6.6 g/dl Bil  13.9mg/dl
Ht 19.4 % (0.59 %)
Plat 42.9%x10* LDH 516U
SP 7.8 g/dl yGTP 1,608 U
Alb 40 g/dl AlP 630 U
A/G 1.05 Na 137 mEq/1
Chol 187 mg/dl K 4.2 mEq/1
TG 57 mg/dl Cl 106 mEq/1
ZTT 14.4 HBsAg (—)
TTT 4.4 HCV-Ab (—)

Urine : Coprop. 533 (160>) ug/day
Urop. 209 (2-20) ug/day
PBG 0.6 (2.0>) mg/day
6-ALA 1.9 (5.0>) mg/day
Blood : Coprop. 10 (1>) pg/dl
Protop. 16,227 (30-86) wxg/dl of RBC
Feces: Coprop. 11 (29>) ug/g Dry Wt.
Urop. 2 (1>) pg/g Dry Wt.
Protop. 481 (45>) ug/g Dry Wt.

Predonisolone 30 mg @ #% [
BEZBABL 2 H26HICIZE
YVEViZ 6.1 mg/dl LERER
L7z, 20% 7V F=> 5bmg
WIRE LR ERE 21T - 128
6 HiizE Y vE Y10 mg/
dl 28z 7272 6 H29H» 5
7 H13H % T Cimetidine (¥
A Aw M) %1 H 800 mg &
BE L. 74 Ay MEESHT
DIMFEE Y VE> 10.4 mg/dl
»H o E5# 6.7mg/dl £T—
BB T 2R L7z, Lo L
5 8 HITX W HEDA
B YENA A S 8 H28H I
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74 F  Erythropoietic protoporphyria

Hydrocortisone UDCA Predonisolone
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Cimetidine
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Fig. 6.

Fig. 7.

Liver biopsy of case 2 showing red-
dish brown pigment depositions within
bile cancaliculi (arrow). (HE Xx1000)

BMBEEY LVES X 34.0mg/dl Exo7z. 2D
EL D EEODEZV~NVOETHZELL 9 A ¢
HZET L7z, BIRIEEFR] & e o7z, Figure
73R 3 10826 H I BREY U 72 FF &R tHRR T
b5, F/NEZLTLWREERZRL Tz,
FREZDIRE E TIXER L T o7z, Pk
B I E D ARHE LI X D IRER L Y o SER D
BESRE A 5 L. FFEE IZEMEE OfR
PEDIERB L U4 Ly vEao@EFig. 1) 5
HOITz. F I BREEIEEE L AHRI 2 A
HRELZBD NIz, LEAFA» SBREE o+
RVT7 4 ) EEZKE NIz,
DAFSUBREDBEICOVT

FEFI 1 D PCT & & ONERI 2 D EPP it L

Clinical course of Case 2

; 11602 pg/dl ~ & ZHIZET
BAED NIz,
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BT 4 ) AERANLERICEEY 2 8
DEERDFERERERBEEC IV RVT 4 Y~
¥ 7213 OHIEMEMERICRE ICEE L HA
KER, RER, B, BOSHMERER D
BRER R E 359, HEBMRKLERVZ 4
VIEWEBT 5L 3MmTHS. SEPCT &
EPP Q#AEIf|# 2R, S5 87 /v 7Y
v EE & EEZE 6-aminolevulinic acid synthe-
tase (ALA-S) & 2K T L2 Ol % 1<
ZIEA%E DY bbby AFY Y OROKRE
DOEIFIZDOWT bET LTz, PCT, EPP £ b
HAEEEEX BT 2RV 7 4 VETHY, IE
Bl 1R U e & 5 e ERIRY e BRI O LB 58 8
SN7z. ZOEFNFEMMIIZ X D RPFRLVT 4V
EDETBA SN, &5 IBARDOERC &
LEMBEGE DO HGICRE S S <
7% D Figure 2b [Z/R L7- & 5 WWEEODKEE, B
RWE IIERWHEHE L ZRIRPRLT 4 ) AR
b IEEE & 5> Twiz. PCT icBW»THTFHEE
ERMES L ILEE L RO S ERR LTV
a—NVERE DBEND 2D EwubhTwns . K
FEFITIX 7 Va3 —vE oMz HCV HuEE%ET
B TSR PCT & OfRRERIY2EIfRIZ
TEHTH 5. P (FAME) 12 L 4uX PCT i HCV
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Table 4. Changes of porphyrins after cimetidine administration in PCT and EPP
PCT (63 M) EPP (74F)
Hif #® Al %
Urine Coprop. (160>) 74 351 533 463
Uropor. (2-20) 15 2> 209 228
PBG (2.0>) 1.1 1.0 0.6 0.8
SALA  (5.0>) 3.1 3.8 1.9 3.2
Blood Coprop. (1>) 0 0 10 13
Protop. (30-86) 67 24 16,227 11,602 |
Table 5. Reported cases of EPP with jaundice in Japan
sk PP #EH PP NN N
|t 1) R i .
B | ug/dRBO) | Ge/eDw) | TEEDAET | pe | men
IE% 30-70 IE# 3-15 g
1. 26M 1,458.7 37.3 mg/day 22.2 £F | HM 1975
2. 16M 1,031 385 40< FC | O 1981
3. 3dM 6,020 15.1 67 EC | BKH 1988
4. 31M 12,200 15.7 19 BT | Atari 1989
5. 26M 6,377 15.5 nmol/g 5.5 4% | Watanabe 1991
6. 74F 16,227 431 34.0 T | LA 1994

PiiEBHEENS S AN B ERAND L EDI L
T PCT & CBfF4 & OBIE XS % OB 3RE
ThorrEbhs. Efl23EEEEHL
EPP i cdh 5. Table 5 ic&FIcBIF5 EPP &
HEAHRIOWME 21T . KEFIZED 6 HID
DY BAHON, FRTIEL0~20ROEFICE
, Az ExLBEETH o 2. RiMERFT
au MRV T 4 ) > (PP) R¥EMEF PP 2flE
EERLIMEEY VE RN S EAERFIT 30
mg/dl 282 2 BEOHRENA SN, FRIX
6 Birh 4 FINFET-LCH D, HEEZMF-> 72 EPP
TEFENIL BV EEZRBLTWS . 5
FRAERE AR IERE & 13 R e 2 REEOBREE %
SR T12HS, BRI XA R SR B ARG A
ERTEVORLTENOY, FabhRL7 4>
ZOHDTHBEEZHNTWS. EPP DGE
WOWTHGIER, g-haFris, TFUHE,
A7 a4 RRFETH > 2 nTh b IHEEE
DOEEH WY EubhTwa . JEILSY Ty A
F Vv R AMRRERL N7 4V > (AIP) #BE
WX U TS LRIFRIR 2B 2 & 2
LTWw3. T4bb AIP 28w T RIBEZODH]
OYETH2 ALA £ PBG (Fig. 1) 28¥ A F

VUREIZ X D BEREDETRA ST LR T
W3, RKVT 4 ) AETIR RN ALA-S i
LI T 5720 PCT TiRvaRLVv7 4 Y >
(UROP), EPP Tixz7a bRV 7 4V >~ (PP)
(Fig. 1) o son 5. - THEED cyto-
chrome P 450 & & LA DR EIIHIT 2 17E
FAEZHDOVAFYVR2RMZ -7 /7Y >
BEREEEE (ALA-S) KT €529
UROP ® PP AT 2 Ex 6Nz, BAEE
T PCT R EPP 2 ¥ X F Vv 2o 7-8kE X
2 DN TWiW, PCT 2owTiz UROP
DIETIFRLIZD DDy AF Y #5HiD UROP
BEEENTHLOBEDETET S LI
T\, UROP BEEE2T~TAMEHTOY X
F YR ER BRI T 5 2 LS BROFET
brrEbh3. EPPHIzOWTIET TIZ—ER
A 72100 EE S e PP LET LIMEE Y
WE Y O—FE R WEBR B AN X TV
DEHBFRNVT 4 ) ERKT 25 L WIGEE L
LTHEDL»onNIbDERDLNS.
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