
 

 

 

 

FAMCICLOVIR 

 

“The Trial of Galileo”, 17th century, Italian School, Artist unknown 

 

“I Galileo Galilei, son of the late Vincenzo Galilei, Florentine, aged 70 years, arraigned 

personally before this tribunal and kneeling before you, most Eminent and Reverend 

Lord Cardinals, Inquisitors against general heretical depravity throughout the whole 

Christian Republic, having before my eyes and touching with my hands the Holy Gospels 

- swear that I have always believed, do now believe, that all is held, preached, and taught 

by the Holy catholic Church and Apostolic Roman Church. But whereas - after an 

injunction had been judicially intimated to me by this Holy Office, to the effect that I must 



all together abandon the false opinion that the Sun is the center of the world and 

immovable, and that the Earth is not the center of the world, and moves, and that I must 

not hold, defend or teach in any way whatsoever, verbally or in writing, the said doctrine, 

and after it had been notified to me that the said doctrine was contrary to Holy Scripture 

- I wrote and printed a book in which I discuss this doctrine already condemned, and 

adduced arguments of great cogency in its favour, without presenting any solution of 

these; and for this cause I have been pronounced by the Holy Office to be vehemently 

suspected of heresy, that is to say, of having held and believed that the Sun is the center 

of the world and immovable, and that the Earth is not the center and moves. 

 

Therefore, desiring to remove from the minds of your Eminences, and of all faithful 

Christians, this strong suspicion, reasonably conceived against me, with sincere heart 

and unfeigned faith I abjure, curse and detest the aforesaid errors and heresies, and 

generally every other error and sect whatever contrary to the said Holy Church: and I 

swear that in the future I will never again say or assert, verbally or in writing, anything 

that might furnish occasion for similar suspicion regarding me; but that should I know 

any heretic, or person suspected of heresy, I will denounce him to this Holy Office. And 

in the event of my contravening (which God forbid) any of these my promises, 

protestations and oaths, I submit myself to all the pains and penalties imposed and 

promulgated in the sacred cannons and other constitutions, general and particular, 

against such delinquents. So help me God, and these Holy Gospels, which I touch with 

my hands. 

 

I the said, Galileo Galilei, have abjured, sworn promised and bound myself as above and 

in witness of the truth thereof I have with my own hand, subscribed the present document 

of my abjuration, and recited it word for word at Rome, in the Convent of Minerva, this 

twenty second day of June, in the Year of our Lord, 1633. 

 

The Forced “Confession” of Galileo Galilei  

before the Inquisition,  

22nd June, 1633 A.D  

 

It was a poignant moment. The greatest scholar of the age suddenly looked a very old 

and frail man indeed, bent over and kneeling in abject submission to a vast host of Grand 

Inquisitors, having been forced to read out a  recantation of all he knew to be true, a 

recantation he had only made under threat of horrific torture. Urban VIII, once the 

Galileo’s close friend stared stonily ahead, not looking Galileo in the eye. The Grand 

Inquisitor, loftily waved his hand in dismissal - the trial was over, the Great man had 

finally been broken by the Holy Office. 

 

Galileo slowly and painfully struggled unaided to his feet, and shuffled his way to the 

exit, escorted by several strong armed brutish guards….but just before he exited the Hall, 

a few muted gasps were heard to issue from the mouths of those attendants closest to the 

exit. There seemed to be some momentary confusion. Those in the mid and back rows of 

the great Hall could not make out what had happened, they looked questionably at each 

other, wondering, shrugging their shoulders. One front row Inquisitor glanced back over 

his shoulder to Urban, but a fierce glint in the Pope’s eye swiftly indicated that the 

matter was closed, Galileo was hurriedly ushered out of the Hall. 



 

Pope Innocent X, had overseen the conclusion of the Thirty Years war. Though he was 

not pleased with the outcome, he knew that the comprise settlement was the only way to 

stop a generation of bloodshed. Things had at least stabilized, Europe was at peace, now 

he could get on with his affairs, but he was oblivious to the fact that the first seeds of the 

next and far greater threat to the authority of the Church - both Catholic and Protestant - 

had already been sown in the reign of his predecessor, the far more culturally refined 

Pope Urban VIII                       

 

One of the earliest and certainly one of the most famous, battles fought between religion 

and science during the Enlightenment was the trial of Galileo Galilei. The Inquisitors 

had thought that they had won the first round of the battle against an emerging new class 

of heretics, the Natural philosopher - they publically “broke” Galileo, and yet legend has 

it that as the great man was being led from the Hall of the Inquisition, following his 

“confession” that the Earth did not orbit the Sun, he was heard to mumble under his 

breath;  “….And yet it does so move!” Galileo died in 1642 after 9 long years of house 

arrest and enforced silence.  

 

An anonymous epitaph, supposedly written by someone close to the Barberini family, was 

written shortly after his death: “Today the news has come of the loss of Signor Galilei, 

which touches not just Florence but the whole world, and our whole century which from 

this divine man has received more splendor than from almost all other ordinary 

philosophers. Now, envy ceasing, the sublimity of that intellect will begin to be known, 

which will serve all posterity as a guide in the search for truth” Pope Urban died in 

1644. Indeed Galileo did touch the whole world, and the anonymous eulogizer proved 

prescient indeed. The Seventeenth century would be the Age of Newton, Leibnitz, Hooke, 

Boyle, Linnaeus, Harvey, Descartes, and Kepler. Today we stand on the shoulders of 

giants, a debt we owe to those of the century of Galileo, the century of Enlightenment, the 

Age of reason.  

 

Galileo was given an official pardon by the Vatican, by Pope John Paul II…..in 1992. 

 

When we manage patients with herpes zoster infection we have a range of anti-herpes 

antiviral agents available to us. Treatment in uncomplicated cases of immunocompetent 

persons is most effective within 48 hours, and is useful up to 72 hours of the onset of the 

vesicular rash. After this period these agents are not indicted. However in patients with 

severe disease, such as ocular involvement or those with significant immunocompromise, 

we must take the John Paul approach and treat even after 72 hours....better late in highly 

important situations, than never!   

 

 

 

 

 

 

 

 

 



FAMCICLOVIR 

 

Introduction 

 

Famciclovir is a purine (guanine) nucleoside synthetic analogue antiviral agent which is 

active against herpes simplex (HSV) types I and II and varicella zoster virus (VZV). 

 

It  is an orally absorbed prodrug of the active agent penciclovir. 

 

It has several advantages over acyclovir: 

 

1. It has a longer duration of action, and so can be given less frequently. 

 

2. There is some evidence that famciclovir (as well as valaciclovir) is more effective 

 than acyclovir in reducing acute pain in cases of herpes zoster.    

 

Its principal disadvantages include: 

 

1. Unlike acyclovir, it can only be given orally and not intravenously.  

 

2. There is limited experience with its use in pregnancy, (and so acyclovir is 

 preferred in pregnancy   

 

History 

 

Acyclovir was the first major anti-viral drug. Its development, in the mid 1970s, was 

based largely on the brilliant work of Gertrude B. Elion who was an American 

biochemist and pharmacologist. Her work stemmed from the earlier studies of others on 

an obscure large shallow water Caribbean sponge, Tectitethya crypta (formerly known as 

Cryptotheca crypta).  

 

Lacking an immune system, as we know it, sponges evolved an ability to synthesize a 

variety of unusual compounds for protection against viral infection. C-nucleosides 

isolated from the Caribbean Cryptotethya crypta, were the basis for the synthesis of a 

range of anti-viral agents which included the first anti-retroviral drug zidovudine (AZT) 

and the first anti- herpes agent acyclovir.  

 

Gertrude B. Elion was jointly awarded the 1988 Nobel Prize in Medicine, with Sir James 

W. Black and George H. Hitchings for her work which directly led to the development of 

the first anti-viral drugs. 

 

Famciclovir was introduced into clinical practice in 1994 

 

Chemistry 

 

Two of the five bases in nucleic acids, are purine derivatives, adenine and guanine. 

 



Three of the five bases in nucleic acids are pyrimidine derivatives: cytosine, thymine, 

and uracil. 

 

Famciclovir is a synthetic purine (guanine) derivative. 

 

It is a prodrug as follows: 

 

● Famciclovir (orally absorbed compound) → penciclovir (active agent)  

 

Classification  

 

The guanine analogue antiviral agents include: 

 

1. Acyclovir 

 

2. Famciclovir: 

 

 ● Famciclovir is converted in vivo to the active penciclovir. 

 

3. Ganciclovir 

 

4. Valaciclovir: 

 

 ● Valaciclovir is converted in the liver to acyclovir 

 

5. Valganciclovir: 

 

 ● Valganciclovir is converted to ganciclovir in the intestinal wall and liver 

 

Preparations 

 

Famciclovir as: 

 

Tablets:  

 

● 125 mg 

 

● 250 mg 

 

● 500 mg.    

 

Mechanism of Action 

 

Famciclovir is rapidly converted in vivo into penciclovir. 

 

Penciclovir targets virus infected cells where it is rapidly converted into penciclovir 

triphosphate (mediated via virus induced thymidine kinase).  

 



The triphosphate inhibits viral DNA polymerase by competition with deoxyguanosine 

triphosphate and is incorporated into the extending DNA chain, preventing significant 

chain elongation. Consequently, viral DNA synthesis and, therefore, viral replication are 

inhibited. 

 

This triphosphate persists in infected cells in excess of 12 hours. The long intracellular 

half-life of penciclovir triphosphate ensures prolonged antiviral activity, as demonstrated 

in cell cultures with HSV-1 and HSV-2 and in animal studies. 

 

Penciclovir is only readily phosphorylated in virus infected cells. In uninfected cells 

treated with penciclovir, concentrations of penciclovir triphosphate are only barely 

detectable. Accordingly, uninfected cells are unlikely to be affected by therapeutic 

concentrations of penciclovir. 

 

Pharmacodynamics 
 

Famciclovir has antiviral activity against: 

 

1. Herpes simplex viruses (HSV types 1 and 2)  

 

2. Varicella zoster virus (VZV). 

 

There is only very minor activity against other virus species within the in the herpesvirus 

family such as cytomegalovirus or Epstein-Barr virus. 

 

It has several advantages over acyclovir: 

 

1. It has a longer duration of action, and so can be given less frequently. 

 

2. There is some evidence that famciclovir (as well as valaciclovir) is more effective 

 than acyclovir in reducing acute pain in cases of herpes zoster.    

 

Cross-resistance may occur between guanine analogues agents due to their similar 

mechanisms of action and activation pathways. 

 

Pharmacokinetics 

 

Absorption: 

 

● Famciclovir is administered orally.    

 

 It is the oral prodrug of penciclovir. 

 

Following oral administration, famciclovir is rapidly and extensively absorbed 

and converted to the anti-virally active compound penciclovir.  

 

● Famciclovir improves the oral bioavailability of penciclovir.  

 



The bioavailability of penciclovir after oral famciclovir administration is around 

80 %. 

 

Distribution 

 

● Penciclovir (and its precursor) are poorly bound to plasma proteins, at < 20 %.   

 

● Human placental transfer is likely to occur.  

 

● Famciclovir is probably distributed into breast milk.   

 

Metabolism and excretion: 

 

● Famciclovir is eliminated principally as penciclovir which is excreted unchanged 

 in urine.  

 

● Half-life is around 2 hours, (though biological action is far more prolonged). 

 

Indications 

 

Famciclovir in indicated for infection with: 

 

1. Herpes simplex viruses (HSV types 1 and 2)  

 

 ● Including suppression of recurrent herpes simplex. 

 

2. Varicella zoster virus (VZV). 

 

 ● Chickenpox 

 

● Treatment is indicated for treatment of herpes zoster infection in 

 immunocompetent  patients within 72 hours of the onset of rash. 

 Greatest benefit occurs if the drug is started within 48 hours. 

 

However if there is serious disease, such as ocular involvement, or if 

the patient has immunocompromise then treatment should still be 

commenced ever after 72 hours of the onset of the rash.     

 

Note that, as for all antivirals, the prevalence of viral resistance may vary 

geographically and over time for selected species and local information on resistance 

is also important, particularly when treating severe infections. 

 

Contra-indications/precautions 

 

1. Known allergy: 

 

● Famciclovir is contraindicated in patients with known hypersensitivity to 

 famciclovir or to its active metabolite penciclovir.  



 

2. Renal impairment:  

 

● Dose adjustment is required in significant impairment due to an increased 

 risk of neurotoxicity. 

 

Pregnancy 

 

Famciclovir is a category B1 drug with respect to pregnancy. 

 

Category B1 drugs are those drugs which have been taken by only a limited number of 

pregnant women and women of childbearing age, without an increase in the frequency of 

malformation or other direct or indirect harmful effects on the human fetus having been 

observed. Studies in animals have not shown evidence of an increased occurrence of fetal 

damage. 

 

There is limited information available following the use of famciclovir during pregnancy   

 

There is limited information available describing the use of famciclovir during 

pregnancy.  

 

Acyclovir is the most studied antiviral medicine and is considered the medicine of choice 

during pregnancy. 

 

If famicilovir is considered during pregnancy, consultation with an Infectious Diseases 

specialist or Clinical Microbiologist for further advice is recommended. 

 

Breast feeding 

 

Published reports describing the use of famciclovir during breastfeeding have not been 

located, and the effect of famciclovir in the breastfed infant is unknown.  

 

Therefore, consider an alternative medicine, such as acyclovir during breastfeeding. 

 

Adverse Effects 

 

Famciclovir is generally well tolerated. 

 

Possible adverse effects include: 

 

1. GIT Upset  

 

 ● Nausea, vomiting, diarrhoea. 

 

2. Neurotoxicity  

 

● Confusion (especially in the elderly)  

 



● Hallucinations 

 

● Seizures (rarely). 

 

3. Dermatological hypersensitivity reactions.  

 

Dosing 

 

Herpes zoster:  

 

Usual adult dosing for uncomplicated cases is 250 mg 8 hourly for 7 days 1 

 

Genital herpes simplex: 

 

Immunocompetent adult: normal renal function 

 

Initial infection: 

 

● Oral 250 mg 3 times a day for 5 - 10 days. 

 

Recurrent infection: 

 

● Oral 125 mg twice daily for 5 days or 500 mg for the first dose, then 250 mg 

 every 12 hours for 3 doses  

 

Or  

 

● 1 gram twice daily for 1 day. 

 

Prevention: 

 

● Oral 250 mg twice daily. 
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